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(57) Abstract: The present 
invention provides a compound of 
formula (I) wherein RpRs, R25. R261 
Y and X2 are defined as in claim 
L The compounds activate human 
(I) peroxisome prohferator activated 

rcccptors (hPPARs) and are useful 
for the treatment of associated 
disorders such as cardiovascular 
disease and hypercholesteremia. 
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THIAZOLE AND OXAZOLE DERIVATIVES AS ACTIVATORS OF HOMMI PEROXISOME PROLIFERATOR 
ACTIVATED RECEPTORS 

The present invention relates to certain novel compounds. In particular, the present invention 
5 relates to compounds that activate human peroxisome proiiferator activated receptors ("hPPARs"). 
The present invention also relates to methods for preparing the compounds, their use in medicine, 
pharmaceutical compositions containing them and methods for the prevention or treatment of PPAR 
mediated diseases or conditions. 

Several independent risk factors have been associated with cardiovascular disease. These 
10 include hypertension, increased fibrinogen levels, high levels of triglycerides, elevated LDL 

cholesterol, elevated total cholesterol, and low levels of HDL cholesterol. HMG CoA reductase 
inhibitors ("statins") are useful for treating conditions characterized by high LDL-c levels. It has been 
shown that lowering LDL-c is not sufficient for reducing the risk of cardiovascular disease in some 
patients, particularly those with nomial LDL-c levels. This population pool is idenUfied by the 
15 independent risk factor of low HDL-c. The increased risk of cardiovascular disease associated with 
low HDL-c levels has not yet been successfully addressed by drug therapy (i.e. cunrently there are no 
drugs on the market that are useful for raising HDL-c). (Bisgaier, C. L.; Rape, M. E. Curr. Pharm. Des. 
1998. 4, 53-70). 

Syndrome X (including metabolic syndrome) is loosely defined as a collection of abnonnalities 
20 including hyperinsulinemia, obesity, elevated levels of trigycerldes, uric add, fibrinogen, small dense 

LDL particles, and plasminogen activator Inhibitor 1 (PAI-1 ). and decreased levels of HDL-c. 

NIDDM is described as insulin resistance which in tum causes anomalous glucose output and 

a decrease in glucose uptake by skeletal muscle. These factors eventually leaci to impaired glucose 

tolerance (IGT) and hyperinsulinemia. 
25 Peroxisome Proiiferator Activated Receptors (PPARs) are ophan receptors belonging to the 

steroid/retlnoid receptor superfamily of ligand-activated transcription factors. See. for example Willson 

T.IVI. and Wahli, W., Cun-. Ooin. Chem. Biol. (1997) Vol 1 pp 235-241 and Willson T.M. et al., J. Med. 

Chem (2000) Vol 43 p527-549. The binding of agonist ligands to the receptor results in changes in 

the expression level of mRNA's encoded by PPAR target genes. 
30 Three mammalian Peroxisome Proliferator-Activated Receptors have been isolated and 

termed PPAR-alpha, PPAR-gamma, and PPAR-delte (also known as NUC1 or PPAR-bete). These 

PPARs regulate expression of target genes by binding to DNA sequence elements, termed PPAR 

response elements (PPRE). To date, PPRE's have been identified in the enhancers of a number of 

genes encoding proteins that regulate lipid metabolism suggesting that PPARs play a pivotal role in 
35 the adipogenic signaling cascade and iipW homeostasis (H. Keller and W. Wahli, Trends Endocrin. 

Mef291-296.4(1993)). 

It has now been reported that thiazolidinediones are potent and selective activators of 

PPAR-ga,r,mfc and bind directly to the PPAR-gamma receptor (J. M. Lehmann fL al.. J. Biol. Chem. 

12953-12956. 270 (1995)), providing evidence that PPAR-gamma is a possible target for the 
40 therapeutic actions of ttie thiazolidinediones. 

Activators of the nuclear receptor PPARy. for example troglitezone, have been shovm in the 

clinic to enhance insulln-actton, reduce serum glucose and have small but significant effects on 
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reducing serum triglyceride levels in patients with Type 2 diabetes. See, for example. D. E. Kelly et 
aL, Curr. Opin, Endocrinol Diabetes, 90-96, 5 (2), (1998); M. D. Jolinson et al., Ann, Piiarmacother., 
337-348, 32 (3), (1997); and M. Leutenegger et al., Curr Then Res., 403-416, 68 (7), (1997). 

The mechanism for this triglyceride lowering effect appears to be predominantly increased 
5 clearance of very low density lipoproteins (VLDL) through induction of liporotein lipase (LPL) gene 
expression. See, for example, B. Staels et al., Meriosclen Thromb., Vase. Biol, 1756-1764, 17 (9), 
(1997). 

Fibrates are a class of drugs which may lower serum triglycerides 20-50%, lower LDLc 10- 
15%, shift the LDL particle size from the more atherogenic small dense to nonmai dense LDL, and 

10 increase HDLc 10-1 5%. Experimental evidence indicates that the effects of fibrates on serum lipids 
are mediated through activation of PPARa. See, for example. B. Staels et al., Curr. Phami. Des., f- 
14, 3 (1), (1997). Activation of PPARa results in transcription of enzymes that increase fatty acid 
catabolism and decrease de-novo fatty acid synthesis in the liver resulting in decreased triglyceride 
synthesis and VLDL production/secretion. In addition, PPARa activation decreases production of 

15 apoC-lll. ReductionlnapoC-lll, an inhibitor of LPL activity, increases clearance of VLDL. See, for 
example, J. Auwerx et al., Atherosclerosis, (Shannon, Irel), 829-837, 124 (SuppI), (1996). 

Certain compounds that activate or othenvise interact with one or more of the PPARs have 
been implicated in the regulation of triglyceride and cholesterol levels in animal models. See, for 
example. U.S. Patents 5,847,008 (Doebber et al.) and 5,859,051 (Adams et al.) and PCT publications 

20 WO 97/28149 (Leibowitz et al.) and WO99/04815 (Shimokawa et al.). In a recent report (Berger et al., 
J. Biol Chem. 1999), vol. 274, pp. 6718-6725) it was stated that PPARD activation does not appear to 
modulate glucose or triglyceride levels. 

In one aspect, the present invention provides compounds of formula (i) and pharmaceutlcally 
acceptable salts, solvates, and hydrolysable esters thereof wherein; 

25 




R^ and R^ are Independently hydrogen or alkyi; 
X^ls O, S, orCHa; 

30 R^, R"^, and R® are independently H, C^^alkyl, OCH3. CF3, OCF3, allyl. CN, or halogen; 

Y Is S or O; 

each R^^ is independently CH3, OCH3, OCF3, CF3, or halogen; 
y is 0, 1,2, 3, 4 or 5; and 

R2° is selected from the group consisting of the moieties A through K depicted below: 



35 
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wherein R^^ is selected from the group consisting of Ci.salkyl, CvealMenearyi. the 
moieties depicted below in Group II, 




Group II 

wherein R^^ and R^^ are Independently hydrogen, halogen, hydroxy. -CN. Ci.6alkyl, Ci. 
eperfluoroalkyl, C^^Bcy\, -OC,^alkyl» perfluoroOCi.6alkyl, or Ci^hydroxyalkyl; 
10 R^® Is hydrogen or Ci^alkyl; 

r2i is C^eaikyl -Ci^a!kylenearyi, aryl, or -aryl-heteroaryl; 
r22 Is C^.6alkyl, aryl, or -Ci^alkylenearyl; 

is Ci^alkyl, Ca^cycloalkyl, or aryl; 
r2^ is Ci^alkyl. -Ci^alkylenearyl, Ca^cycloalkyl. or aryl; 

15 

wherein Z is O, N or S (note that when Z is N, the depicted bond can be attached to the 
20 nitrogen In the ring as well as any of the carbons in the ring); 

C 

25 wherein is C,^l!<yl, aryl. -OCi^lkyl, hydroxy. Ci^ydroxyall<yl, or 1-all<oxyCi^lcyl; 



D 
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E 




5 wherein R^^ and R^"^ are independently hydrogen, halogen, CN, perfluroCi^alkyl, perfluroOC^. 

galkyl. Ci^alkyl. -OCi^alkyl, -Ci^alkyleneOCi^alkyl, -SC-,^alkyl. oraryl; 



F 




wherein R^'^ is independently as defined at>ove; 



Q 




wherein R^^ and R^^ are independently hydrogen, Ci^aikyl, Cg^ecycloalkyl optionally 
substituted with 1 or 2 C^^alkyl groups, or R^^ as defined above; 

H 



I 

(CH^jnPh 

wherein n is 1-3 

25 

J 

— O— R^^ 

wherein R^^ is independently as defined above; and 



30 



K 

— S— R^^ 



35 



wherein R^^ is independently as defined above. As used herein "aryl" or In any phrase or temn 
including "aryl" such as "-Ci^alkylenearyl", the "aryl" means a phenyl group or a 5 or 6 membered 
heteroaryl group. As used hereing "heteroaryP means a 5 or 6 membered heteroaryl group. As used 
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herein any such "aryl" or "heteroaryl" group may optionally be substlttued with one or two substrtuents 
selected from the group consisting of halogen, CN. dimethylamino, perfluroCi^ll<yl. perfluroOCi. 
6^\ky\, Ci^alkyl, -OC^^alkyl, -Ci^alkyleneOCi.6alkyl. and -SCi^alkyh 

In another aspect, the present Invention discloses a method for prevention or treatment of a 
disease or condition mediated by one or more human PPAR alpha, gamma or delta ("hPPARs") 
comprising administration of a therapeutically effective amount of a compound of this invention. 
hPPAR mediated diseases or conditions Include dyslipidemia Including associated diabetic 
dyslipidemia and mixed dyslipidemia, syndrome X (as defined in this application this embraces 
metabolic syndrome), heart failure, hypercholesteremia, cardiovascular disease including 
atherosclerosis, arteriosclerosis, and hypertriglyceridemia, type II diabetes mellltus, type I diabetes, 
Insulin resistance, hyperiipidemia, inflammation, epithelial hyperproliferative diseases Including 
eczema and psoriasis and conditions associated with the lung and gut and regulation of appetite and 
food intake in subjects suffering from disorders such as obesity, anorexia bulimia, and anorexia 
nervosa. In particular, the compounds of this invention are useful in the treatment and prevention of 
diabetes and cardiovascular diseases and conditions including atherosclerosis, arteriosclerosis, 
hypertriglyceridemia, and mixed dyslipidaemia. 

In another aspect, the present invention provides pharmaceutical compositions comprising a 
compound of the invention, preferably in association with a phamnaceutically acceptable diluent or 
carrier. 

In another aspect, the present invention provides a compound of the invention for use in 
therapy, and in particular, in human medicine. 

In another aspect, the present invention provides the use of a compound of the invention for 
the manufacture of a medicament for the treatment of a hPPAR mediated disease or conditfon. 

As used herein, "a compound of the invention" means a compound of formula (I) or a 
phannaceutlcally acceptable hydrolyzable ester or, solvate, thereof. 

While hydrolyzable esters are included in the scope of this Invention, the acids are preferred 
because the data suggests that while the esters are useful compounds, it may actually be the acids to 
which they hydrolyze that are the active compounds. Esters that hydrolyze readily can produce the 
carboxylic acid in the assay conditions or in vivo. Generally the carboxylic acid is active in both the 
binding and transient transfection assays, while the ester does not usually bind well but is active in the 
transient transfection assay presumably due to hydrolysis. Preferred hydrolysable esters are C^^ alkyi 
esters wherein the alkyI group may be straight chain or branched chain. Methyl or ethyl esters are 
more preferred. 

Preferably R^ and R^ are independently H or CH3. Most preferably R^ and are either both 

H or both CH3. 

Preferably is O or S. More preferably Is S; 
Preferably R^ is CH3 or H; 
Preferably R^ and R® are H. 
Preferably Y Is S. 

Preferably y is 1 or 2. When y Is 2, preferably one R^ is halogen; more preferably one is 
halogen and the other is CF3. When y Is 1 , preferably the R^^ is in the para position on the ring and is 
more preferably CF3. 

Preferably R^® is selected from the moieties shown below in Group 111. 
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Group til 

Preferably R^^ is selected from the moieties shown below in Group IV. 




5 Group IV 

Preferably or R^* are Independently fluorine, bromine, phenyl, thlenyl, CFg, OCF3, OCH3, 
SCH3. or t-butyl. Most preferably R^'* is thlenyl, OCH3. OCF3, CF3, or fluorine. Most preferably R^"* is 
substituted para to the depicted open valence. Most preferably R^^ is hydrogen or fluorine. 

Preferably R" and R^^ are Independently hydrogen, OH, 0Ci.3aIkyI, CN, halogen, CF3, 
10 COCH3. CH(0H)CH3, or OCF3. Most preferably R^' is fluorine, chlorine, 0Ci.3a!kyl, or COCH3 and R^® 
is OCH3 or hydrogen. Most preferably R^^ Is substituted para to the depicted open valence. 

Preferably R^ is phenyl, methyl. OCH3, OH, or CH2OH. 

Preferably R^^ is -C-,^alkylenephenyl. phenyl-5-methyl-1,2,4-oxadiazol-3"yl, or phenyl 
optionally substituted by methyl or CN. 
15 Preferably R^ is Ci^alkyl, phenyl, or benzyl. 

Preferably R^ is Ci^alkyl, furanyl. thienyl, methoxymethyl, Cs^cyclalkyl, or phenyl optionally 
substituted by a halogen a methoxy or a dimethylamino group. 

Preferably R^^ Is H, Ci^alkyl, cyclohexyl, m-methoxyphenyl, p-fluorophenyl, or - 
CHaCHsphenyl. 
20 Preferably R^® is hydrogen. 

Particularly prefenred compounds will be those is which most or all of the variables are 
selected from the preferred or most preferred groups for each variable. 

While the preferred groups for each variable have generally been listed above separately for 
each variable, preferred compounds of this invention include those In which several or each variable 
25 in Formula (I) is selected firom the preferred, more preferred, or most preferred groups for each 

variable. Therefore, this invention is intended to include all combinations of preferred, more prefenred, 
and most preferred groups. 

Suitable compounds of formula (1) include: 

2-[4-({[4-{[4-(4-acetylphenyl}-1-piperazinyl]methyl}-2-(4-fluorophenyl)-1,3-thiazol-5- 
30 yl]methyl}sulfanyl)-2-methylphenoxy]-2-methylpropanoic acid, 

2-methyl-2-{2-^ethyl-4-[({4-[4-(methylsulfenyl)benzyQ-2-[4-(trifIuoromethyl)phenyl]-1^ 
5-yl}methyl)sulfanyl]phenoxy}propanoic acid, 

{2-methyi-4-[({4-(3-thienylmethyl)-2-[4-(trifluoromethyi)phenyl]-1,3-thiazol-5- 
yl}methyl)sulfanyl]phenoxy}acetic acid, 
35 {4-[({4-benzyl-2-[4-(trifluoromethyl)phenylJ-1.3-thiazol-5-yl}methyl)sulfanyI]-2.5- 
dimethylphenoxy}acetic acid. 
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2-{4^[({4-{[4-(4-acetyIphenyl)-1-piperazinyl]methyI}-2-[4-(trifiuoro^ 
yl}methyl)sulfanyl]-2-methylphenoxy}propanoicacid, 

2-{4-[({4-{[4-{4-acetylphenyl)-1-pipera2inyi]methyI^2-[4-(trlfluoromethy^ 
yl}methyl)sulfanyl]-2-ethylphenoxy}propanoic acid, 
5 2^2-me%!-4-[({4-(2-thienylmethylV2-[4-(trifluorom ,3-thiazol-5- 

yl}methyI)sulfanyl]phenoxy}propanoic acid, 

2-{4-[({4-{[4-(4-methoxyphenyl)-1-piperazinyl]methyl}-2-[4-(trifluoromethyl)^ 

5-yl}methyl)sulfanyI]-2-methylpheno)cy}propanoicacid, 

2^4-[({4-{[4-(4-ethoxyphenyl)-1-piperazinyl]methyl}-2-[4-(^^^ 
1 0 yl}methyl)sulfanyl]-2-methyIphenoxy}propanoic acid, 

2-methyl-2-{2-methyl-4-[({4-{[4-(phenoxycarbonyl)-1-piperazinyllmethyl}^^ 
(trlfluoromethyl)phenyl]-1,3-th!azol-5-yI}methyl)suIfanyOphenoxy}p acid. 

244.[{{4-{[4-{4-acelylphenyl)-1-piperazinyl]melhyl}-2-[4^tii^ 
yl}methyI)suIfanyI]-2-propylphenoxy}propanoic acid, 
15 {2-methyi-4-t({4-[4K3-thienyl)benzyll-2-[4-(trifiuoromem^^ 
yl}methyI)sulfanyI]phenoxy}acetic acid, 

2-{4-{[(2-{4-fluorophenyl)-44I4-{4-methoxyphenyl)-1-piperazinyl]methyl}-1,34W 

yl)methyr|sulfanyl}-2-methylphenoxy>-2~methylpropanoic acid, 

2-{4-[({4-{[4-(4-acetylphenyI)-1-piperazinyl]methyl}-2-[4-(trifluoromethyl)plien 

20 yl}methyl)sulfanyl]phenoxy}-2-methylpropanoic acid, 

2-{4-[({44[4-{2,4-dimethoxyphenylV1-piperazinyl]methyI}-2-[4-{trlfluorom 
thia2ol-5-yl}metiiyl)sulfanyl]-2-metliylphenoxy}propanoic acid, 

{2-isopropyl-4-[({44[4-(4-methoxyphenyl)-1-piperazinyl]metlriyiV2-[4-(trifluoro 

1 ,3-thiazol-5-yl}methyl)sulfanyI]phenoxy}acetic acid. 
25 2-{4-[({44[4-(4-methoxyphenyl)-1-piperazinyl]methyl}-2-[4-(trifl 
5-yi}memyl)sulfanyi]-2-propyiphenoxy}propanoic acid, 

2-{4-[({4'benzyi-2-[4-(trifluoromethyl)phenyll-1,34hiazol-5-yl}met^^ 

methylphenoxy}propanolc acid, 

2-{2-e%l-4-[({4-{[4-(4-methoxyplienyl)-1-piperaziny!lmethyl}^^^^ 
30 tliiazol-5-yl}methyl)sulfanyl]phenoxy}propanoicacid, 

2-methyI-2-{2-methyl-4-t({4-[4-(trifluoromethyl)benzyl]-2-[4-(trlfluoromethyi) 

5-yl}methyl)sulfanynphenoxy}propanolcacld. 

2-{4-[({4-{[4-(4-fluorophenyl)-1-piperazinyl]metliyl}-2-[4-(trifIuorometliyl)^ 

yl}methyl)su!fanyl]-2-methyIphenoxy}-2-metliylpropanoic acid, 
35 (4-[({4-{[4-(4-acetylphenyl)-1-piperazinyl]methyl}-2-[4-(trifluorom 
yl}methyl)sulfanyl]-2-propyIphenoxy}acetic acid, 

{4-[({4-([1 ,1 •-biphenyl]-4-yImethyl)-2-[4-(trlfluoromethy!)phenyl]-1 ,3-thiazol-5- 
yl}methyl)sulfanyl]-2-methylphenoxy}acetlcacid. 

244-[({4-{[4-(4-fluorophenyl)-1-piperazinyl]methyi}-2-[4-(trifluorome%l)^ 

40 yl}methyl)suIfanyl]-2-methylphenoxy}propanolc acid. 

{4-[({4-{[4K3-methoxyphenyl)-1-plperazinyllmethyl^2-[4-(trifluorom 

yI}methyi)suifanyl]-2-methylphenoxy}acetic acid. 



wo 02/059098 



PCT/USOl/51056 



8 



242-methy!-4-[({4-(3-thienylmethyl)-2-[4-(tiifIuoromethyl)ph 
yl}methyl)sulfanyr|phenoxy}propanoic acid, 

{4-[({4-{[4-(2-methoxyphenyl)-1-piperazinyl]methyl}-2-[4-(trifiuoromethyl)p 
yl}methyl)sulfenyl]-2-methylphenoxy}acetic acid, 
5 2-{2-isopropyl-4-[({44[4-(4HnriethoxyphenyI)-1-piperazinyl]methyl}-2-[4-^ 
1 ,3-thia2ol-5-yl}methyl)sulfany[]phenoxy}propanoic acid, 

244-[({4-(44ert-butylben2yl)-2-[4-(trrfluoromethyi)phenyl]-1.3-thia20l-5^^ 
methylphenoxy}-2-methylpropanoic acid, 

2-{4-[({4^[4-(3-methoxyphenyl^1-piperazinyOmethyI^2-[4-(trifluorom 
1 0 5-yl}methyi)sulfanyl]-2-methylphenoxy}propanoic acid, 

2-{4-[({4-benzyl-2-[4-(trifluoromethyl)phenyq-1,3-thiazol-5-yl}methyl)sulfany^ 
dimethylphenoxy}propanoic acid, 

244-[({4-{[4-(4-chlorophenyi)-1-plpera2inyl]melhyi}-2-[4-(trlfluorom 
yl}methyl)sulfanyri-2-metliylphenoxy}propanolc acid, 
1 5 2-{4-[({4-benzyl-2-[4-(trifluoromethyl)phenyr|-1 ,3-tliia2ol-5-y[}methyl)sulfanyl]-2- 

fluorophenoxy}propanoic acid, 

2-{4r[({4-{[4-(2,4-difluorophenyl>-1-piperazinyl]methyl}-2-[4-<trifluorometh 
5-yl}methyI)sulfanyI]-2-methylphenoxy}propanolc acid, 

{4-[({4-(2,4-difluorobenzyl)-2-[4-(trifluoromethyl)phenyI]-1,3-thia2ol-5-yl}meth 
20 methylplienoxy}acetic acid, 

2^4-[{{4-{I4-(4-acetylphenyl)-1-piperazinyOmethyl}-2-[4-(trifluoromet[iy^ 
yl}methyi)suIfanyl]-2-methyIphenoxy}-2-met[iylpropanoic acid, 

2-methyi-2-{2-methyl-4-[({4-(3-thlenylmethyl)-2-[4-(trlfluorome%l)phenyl] 
yl}metliyl)su!fanyl]phenoxy}propanoic acid, 
25 2^4-I({4-{[4-(4-methoxyphenyl)-1-piperazinyl]metIiyI}-2"[4-(trifluorom 
5-yl}methyl)suIfanyl]-2-metliylphenoxy}propanoic acid, 

{2-ethyl-4-[({4'^[4-(4-methoxyphenyl)-1-piperazlnyl]methyl}-2-[4-(tr^^ 
thia2ol-5-yl}methyi)sulfanyl]phenoxy}acetic acid, 

2-{4-[({4-(4-methoxybenzyl)-2-[4-(trifiuorometliyl)phenyl]-1.3-thiazol-5-yl}me^ 
30 methyIplienoxy}-2-metliylpropanoic acid, 

2-methyl-2-{4-[({4-{[4-(2-pyra2jnyI)- 1 -plperazinyl]methyi}-2-[4-(trifluoromethyl)plienyl]-1 ,3- 
thia2oi-5-yl}metliyi)suifanyl]phenoxy}propanoicacid. 

2^4-[({4-{[4-(4HTietIioxyphenyi)-1i3iperazinyi]methyl}-2"[4-(tri^ 
5-yl}methyl)suifanyl]-'2-methylplienoxy}-2-methylpropanoic acid, 
35 2-{4-[({4-{[4-(4-metlioxyphenyl)-1-pipera2lnyIlmethyI}-2-[4-(trifluorome^^^ 
5-yl}methyl)sulfanyl]p[ienoxy}-2-methyipropanoic acid, 

2-methyl-2-{2-me%l-4-[({4-[4-{trifluoromethoxy)benzyl]-2-[4-(^^^ 
thla2ol-5-yl}methyl)sulfanyl]phenoxy}propanoic acid, 

2-{4-[({4-{[4~(4-isopropoxypiienyl)-1-piperazinyl]methyl}-2-[4-(trifluoromethy^ 
40 thia2ol-5-yl}methyl)suIfanyIl-2-methylplienoxy}propanoicacid, 

2-{2-methyl-4-[({4-{[4-(2-pyrimidinyl)-1-piperazinyl]methyl}-2-^ 
thia2ol-5-yl}methyl)sulfanyl]phenoxy}propanoicacid, 
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{2-methyI-4-[({4-(3-phenylpropylV2-[4-(trifluorome%l)pheny^^^ 

yl}methyl)sulfanyI]phenoxy}acetic acid. 

[4-[({4-ben2yl-2-[4-(trifIuoromethyl)phenyO-1.3-thiazoN^^^^ 

(trifluoromethyl)phenoxy]acetlc acid. 
5 {2-methyl-4-[({4-{[4-(5-methyl-1,2,4-oxadiazd-3-yl)phenoxy]methy^ 
(trifluoromethyI)phenyl]-1 ,3-thiazol-5-yl}methy!)sulfanyl]phenoxy}acetic acid, 
{4.[({4-ben2yl-2-[4-(trifluoromethyl)phenyl]-1,34hlazol-5-yl}^^ 

methylphenoxy}acetjc acid, 

{4-[({4-benzyl-2-[4-(trifluoromethy!)phenyl]-1,34hlazol-5-yl}me 

10 methylphenoxy}acetic acid, 

{4.[({4.(4-methoxybenzyl)-2-[4-(trlfluoromethyl)phenyl]-1,3-thiazol-5-^^^^ 

methylphenoxy}acetic acid, 

{2.5<iimethyl-4-[({4-{3-thienylmethyI)-2-[4-(trifluorome%^ 

yl}methyl)sulfanyl]plienoxy}acetic acid, 
15 {2-methyl-4-[({4-{t4-(2-pyrazinyl^^piperazinyl]methyl^2-[4-(trifluorom 

thiazol-5-yl}metliyl)sulfanyl]piienQxy}acetlcacid, 

{4-[({4-benzyl-2-[4-(trifiuorome%l)phenyI^1,34hiazol-5-yl^ 

dimetliylphenoxy}acetic acid, 

[4-({[2-(4-chlorophenylH-methyl-1.3-thiazoI-5-yl]methyl}sulfe^^^ 

20 acid, 

{2-methyl-4-[({4.[(4-methy|.2-thlenyl)metliylh^^^^ 

yl}metliyI)sulfanyl]piienoxy}acetic acid, 

{4-[({4.benzyl-2-[4-(trifIuoromet[iy!)plienyl]-1,34hiazol-5-yl}me%I)su^^^ 

bromophenoxy}acetlc acid, 
25 (2.methyl-4^[({4-[(2-phenylelhoxy)methyI]-244-(t^^^ 

yi}methyl)sulfanyl]pbenoxy}acetic acid, 

{2-methyl-4-[({4-(2-pheny)etliyl)-2-I4-(trifiuoromethyl)phenyl]-1.3-thiazoi-5- 

yl}methyl)su)fanyl]phenoxy}acetic acid, and 

pharmaceutically acceptable salts, solvates, and hydrolyzable esters thereof. 

30 

More preferred compounds of formula (1) include: 
2-methyi-242.methyl'4-[({4-(34hienylmethy!^2-[4-(triflu^ 

yl}methyl)sulfanyr|phenoxy}propanolc acid, 

2^4-[{{4-{[4-(4-methoxyphenyi)-1-piperazinyl]methyl}-2-I4-a^^^^ 
35 5-y|}methyl)sulfanyl]-2-methylphenoxy}propanoicacid, 

{2-ethyM-[({4-{14-(4-methoxyphenyl)-1-pipera2inyl]^ 

thiazol-5-yl}methyl)sulfanyl]phenoxy}acetic acid, 

2-{4-[({4-(4-methoxybenzyl)-2-[4-(trifluoromethyi)phenyl]-1.3 

methylphenoxy}-2-methylpropanoicacid, 
40 2-methyl-2^4-t({4K[4H2-pyrazinyl>1-piperazinyllmethy«h2-^^^ 
thiazol-5-yl}methyl)sulfanyl]plienoxy}propanoicacid, 

2-{4.[({4-{[4-(4-methoxyplienyl)-1-piperazinyllmetliyl}-2-[4-(trifluorometh^ 

5-yl}methyl)sulfanyl]-2-methylphenoxy}-2-methylpropanoic acid. 
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2-{4-[({4-{[4-(4-methoxyphenyl)-1-plpera2inyI]methyl}-2-[4-(trffl 
5-yl}methyI)suIfanyl]phenoxy}-2-methyIpropanoic acid, 

2-methyl-242-methyI-4-[({4-[4-(trifluoromemoxy)benzyl]-2-[4-(trifluo^^ 
thia2ol-5-yl}methyl)sulfanyllphenoxy}propanoic acid, 
5 2-{4-I({4-{[4-(4-isopropoxyphenyl)-1 i5iperazinyl]methyl}-2-[4-(trif!uoromethyl)phenyl]-1 ,3- 

thiazol-5-yl}methyl)sulfanyl]-2-methylphenoxy}propanoic acid, 

2^2-methyl-4-I({4-{[4-(2-pyrlmldinyl)-1-piperazinyl]methyl^2-[4-(trifl 
thiazol-5-yl}raethyl)sulfanyl]pheno)cy}propanoic acid, and 

pharmaceutically acceptable salts, solvates, and hydrolyzable esters thereof. 

10 

Preferably, the compounds of fomnula (1) are hPPAR agonists. The hPPAR agonists of 
fonnu!a (I) may be agonists of only one type ("selective agonists"), agonists for two PPAR subtypes 
("dual agonists"), or agonists for all three subtypes ("pan agonists"). As used herein, by "agonist", or 
"activating compound", or "activator", or the like, is meant those compounds which have a pKi of at 

15 least 5.0 preferably at least 6.0 to the relevant PPAR, for example hPPAROJn the binding assay 
described below, and which achieve at least 30% activation of the relevant PPAR relative to the 
appropriate indicated positive control in the transfection assay described below at concentrations of 
10'® M or less. More preferably, the compounds of this invention achieve 30% activation of at least 
one human PPAR in the relevant transfection assay at concentrations of 10"^ M or less. More 

20 preferably the compounds of the invention achieve 30% activation of at least one human PPAR in the 
relevant transfection assay at concentrations of 10*^M or less. 

Preferably the compounds of fomiula (1) are hPPARS agonists. More preferably they are also 
agonists of at least one of PPARy or PPARa. Most preferably they are pan hPPAR agonists. 
It wlil also be appreciated by those skilled in the art that the compounds of the present 

25 invention may also be utilized in the form of a pharmaceutically acceptable salt or solvate thereof. 

The physiologically acceptable salts of the compounds of formula (I) include conventional salts formed 
from pharmaceutically acceptable inorganic or organic acids or bases as well as quaternary 
ammonium acid addition salts. More specific examples of suitable acid salts include hydrochloric, 
hydrobromic, sulfuric, phosphoric, nitric, perchloric, fumaric, acetic, propionic, succinic, glycoilc, 

30 formic, lactic, maleic, tartaric, citric, palmoic, malonic, hydroxymaleic, phenylacetic. glutamic, benzoic, 
salicylic, fiimaric. toluenesulfonic, methanesulfbnic, naphthalene-2-sulfonic, benzenesulfonic 
hydroxynaphthoic, hydroiodic, malic, steroic, tannic and the like. Other acids such as oxalic, while not 
in themselves pharmaceutically acceptable, may be useful in the preparation of salts useful as 
Intemiediates In obtaining the compounds of the invention and their phamnaceutically acceptable salts. 

35 More specific examples of suitable basic salts include sodium, lithium, potassium, magnesium, 
aluminium, calcium, zinc, N,N -dibenzylethylenediamine, chloroprocaine, choline, diethanolamine, 
ethylenediamine, N-methylglucamine and procaine salts. Those skilled in the art of organic chemistry 
will appreciate that many organic compounds can form complexes with solvents in which they are 
reacted or from which they are precipitated or crystallized. These complexes are known as "solvates". 

40 For example, a complex with water is known as a "hydrate". Solvates of the compound of formula (I) 
ar within the scope of th inv ntion. References hereinafter to a compound according to the 
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invention include both compounds of formula (I) and their pharmaceutlcally acceptable salts and 
solvates. 

The compounds of the invention and their pharmaceutlcally acceptable derivatives are 
conveniently administered in the fomi of phamiaceutical compositions. Such compositions may 
5 conveniently be presented for use in conventional manner in admixture with one or more 
physiologically acceptable carriers or excipients. 

While it is possible that compounds of the present invention may be therapeutically 
administered as the raw chemical, it is preferable to present the active ingredient as a phanmaceutlcal 
formulation. The camer(s) must be "acceptable" in the sense of being compatible with the other 

10 ingredients of the fonnulatlon and not deleterious to the recipient thereof. 

Accordingly, the present invention further provides for a phamiaceutical fonmuiation 
comprising a compound of fomriula (I) or a phannaceuticaily acceptable salt or solvate thereof together 
with one or more pharmaceutlcally acceptable canriers therefore and, optionally, other therapeutic 
and/or prophylactic ingredients. 

15 The fomnulations include those suitable for oral, parenteral (including subcutaneous e.g. by 

Injection or by depot tablet, Intradennal. intrathecal, intramuscular e.g. by depot and intravenous), 
rectal and topical (including demial, buccal and sublingual) administration although the most suitable 
route may depend upon for example the condition and disorder of the recipient. The fomnulations may 
conveniently be presented in unit dosage form and may be prepared by any of the methods well 

20 known in the art of phamnacy. All methods include the step of bringing into association the 

compounds ("active ingredient") with the carrier which constitutes one or more accessory Ingredients. 
In general the formulations are prepared by uniformly and intimately bringing into association the 
active ingredient with liquid carriers or finely divided solid carriers or both and then, if necessary, 
shaping the product into the desired formulation. 

25 Formulations suitable for oral administration may be presented as discrete units such as 

capsules, cachets or tablets (e.g. chewable tablets in particular for paediatric administration) each 
containing a predetermined amount of the active ingredient; as a powder or granules; as a solution or 
a suspension in an aqueous liquid or a non-aqueous liquid; or as an oll-in-water liquid emulsion or a 
water-in-oil liquid emulsion. The active Ingredient may also be presented as a bolus, electuary or 

30 paste. 

A tablet may be made by compression or moulding, optionally with one or more accessory 
ingredients. Compressed tablets may be prepared by compressing in a suitable machine the active 
ingredient in a free-flowing form such as a powder or granules, optionally mixed with other 
conventional excipients such as binding agents, (for example, symp, acacia, gelatin, sorbitol, 

35 tragacanth, mucilage of starch or polyvinylpyrrolidone), fillers (for example, lactose, sugar, 

microcrystalline cellulose, maize-starch, calcium phosphate or sorbitol), lubricants (for example, 
magnesium stearate, stearic acid, talc, polyethylene glycol or silica), disintegrants (for example, potato 
starch or sodium starch glycollate) or wetting agents, such as sodium lauryl sulfate. Moulded tablets 
may be made by moulding in a suitable machine a mixture of the powdered compound moistened with 

40 an inert liquid diluent. The tablets may optionally be coated or scored and may be formulated so as to 
provide slow or controlled release of the active ingredient therein. The tablets may be coated 
according to methods well-known in the art. 
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Alternatively, the compounds of the present invention may be incorporated into oral liquid 
preparations such as aqueous or oily suspensions, solutions, emulsions, syrups or elixirs. for 
example. Moreover, formulations containing these compounds may be presented as a dry product for 
constitution with water or other suitable vehicle before use. Such liquid preparations may contain 
5 conventional additives such as suspending agents such as sorbitol syrup, methyl cellulose, 

glucose/sugar syrup, gelatin, hydroxyethylcellulose, carboxymethyl cellulose, aluminum stearate gel 
or hydrogenated edible fats; emulsifying agents such as lecithin, sorbitan mono-oleate or acacia; non- 
aqueous vehicles (which may Include edible oils) such as almond oil, fractionated coconut oil, oily 
esters, propylene glycol or ethyl alcohol; and preservatives such as methyl or propyl p- 
10 hydroxybenzoates or sorbic acid. Such preparations may also be formulated as suppositories, e.g., 
containing conventional suppository bases such as cocoa butter or other glycerides. 

Formulations for parenteral administration include aqueous and non-aqueous sterile injection 
solutions which may contain anti-oxidants, buffers, bacteriostats and solutes which render the 
formulation isotonic with the blood of the intended recipient; and aqueous and non-aqueous sterile 
15 suspensions which may include suspending agents and thickening agents. 

The formulations may be presented In unit-dose or multi-dose containers, for example sealed 
ampoules and vials, and may be stored In a freeze-dried (lyophillsed) condition requiring only the 
addition of a sterile liquid carrier, for example, water-for-injection, immediately prior to use. 
Extemporaneous injection solutions and suspensions may be prepared from sterile powders, granules 
20 and tablets of the kind previously described. 

Formulations for rectal administration may be presented as a suppository with the usual 
carriers such as cocoa butter, hard fat or polyethylene glycol. 

Formulations for topical administration in the mouth, for example buccaliy or sublingualty, 
include lozenges comprising the active Ingredient in a flavoured basis such as sucrose and acacia or 
25 tragacanth, and pastilles comprising the active ingredient in a basis such as gelatin and glycerin or 
sucrose and acacia. 

The compounds may also be fomiulated as depot preparations. Such long acting formulations 
may be administered by implantation (for example subcutaneously or intramuscularly) or by 
intramuscular injection. Thus, for example, the compounds may be fomnutated with suitable polymeric 

30 or hydrophobic materials (for example as an emulsion in an acceptable oil) or Ion exchange resins, or 
as sparingly soluble derivatives, for example, as a sparingly soluble salt. 

In addition to the ingredients particularly mentioned above, the fomnulations may include other 
agents conventional in the art having regard to the type of fonmulatlon In question, for example those 
suitable for oral administration may include flavouring agents. 

35 It will be appreciated by those skilled in the art that reference herein to treatment extends to 

prophylaxis as well as the treatment of established diseases or symptoms. Moreover, it will be 
appreciated that the amount of a compound of the invention required for use in treatment will vary with 
the nature of the condition being treated and the age and the condition of the patient and will be 
ultimately at the discretion of the attendant physician or veterinarian. In general, however, doses 

40 employed for adult human treatment will typically be in the range of 0.02-5000 mg per day, preferably 
1-1500 mg per day. The desired dose may conveniently be pr sented in a single dose or as divided 
doses administered at appropriate intervals, for example as two, three, four or mor sub-doses per 
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day. The formulations according to the invention may contain between 0.1-99% of the active 
Ingredient, conveniently from 30-95% for tablets and capsules and 3-50% for liquid preparations. 

The compound of formula (I) for use in the instant invention may be used in combination with 
other therapeutic agents lor example, statins and/or other lipid lowering drugs for example MTP 
inhibitors and LDLR upregulators. The compounds of the invention may also be used in combination 
with antidiabetic agents, e.g. metformin, sulfonylureas and/or PPAR gamma, PPAR alpha or PPAR 
alpha/gamma agonists (for example thiazolidinediones such as e.g. Pioglitazone and Roslglitazone). 
The compounds may also be used in combination with antihypertensive agents such as anglslensin 
antagonists e.g. telmisarlan, calcium channel antagonists e.g. lacidlpine and ACE inhibitors e.g. 
enalapril. The invention thus provides in a further aspect the use of a combination comprising a 
compound of fomiuia (I) with a further therapeutic agent in the treatment of a hPPAR mediated 
disease. 

When the compounds of formula (I) are used in combination with other therapeutic agents, the 
compounds may be administered either sequentially or simultaneously by any convenient route. 

The combinations refen-ed to above may conveniently be presented for use in the forni of a 
pharmaceutical formulation and thus phannaceutical fonnulations comprising a combination as 
defined above optimally together with a phamiaceutically acceptable carrier or excipient comprise a 
further aspect of the invention. The individual components of such combinations may be administered 
either sequentially or simultaneously in separate or combined phannaceutlcal formulations. 

When combined in the same fomiuiation It will be appreciated that the two compounds must 
be stable and compatible with each other and the other components of the formulation and may be 
formulated for administration. When fomiuiated separately they may be provided In any convenient 
formulation, conveniently in such a manner as are known ft>r such compounds in the art. 

When a compound of formula (I) is used in combination with a second therapeutic agent 
active against the same hPPAR mediated disease, the dose of each compound may differ from that 
when the compound is used alone. Appropriate doses will be readily appreciated by those skilled in 
the art. 

There is further provided processes for the preparation of compounds of 1 . Unless othenwise 
indicated all definitions are as above. 

In general when Is O or S the compounds could be assembled by coupling through an 

alkylatlon step such as that shown below. 

The esters are commercially available or nrade by the foflowing general route when y? Is S. 



+ 
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The helerocycle when Y Is O or S and Z is N was generally made as shown below from an 
appropriate amide or thioamide: 



heat/base 



h^-^r' 



J^N 2.MsCI,EtjN ,/-N 



In specific cases the overall coupling step could be carried out directly after chiorosulfonatlon 
5 of the ester component without the need for fomnation of the chloride of the heterocyclic moiety, as 
shown below: 




1.CIS03H 
ry „4 2. 2n dust 
MeaSICIj 




SH 



HOCR 



7-^ 



In some cases R° was Hirther elaborated through palladium coupling at the ester stage as 
shown below: 



OH 



10 



Alternatively was elaborated after the coupling reaction by nucleophilic displacement of a 
mesylate shown below: 



15 



^^^^^^^^ 



1. OeprotecUon 

2. M8CI,Et,N 




R'^ 



P"THPorTBDMS 




Examples 

20 

The Invention Is further illustrated by the following Examples which should not be construed 
as constituting a limitation thereto. 



Ethyl 4"(bromomethyl)-2-[4-(trlfluoromethvl)phenyl]-1,3-thia2ole'5-carboxvlate 
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To a 2-L round-bottom flask equipped with an mechanical overhead stirrer, a reflux condenser 
and a N2 iniet was added ethyl 4-methyl-2-[4-(trifluoromethyl)phenyl]-1,3-thiazole-5-carboxylate (85g. 
0.27moles, 1 .Oeq) and dry carbon tetrachloride (750ml, 0.38M). Freshly recrystalHzed N-bromo 
succinlmide (62.72g. 1.1 eq) was added as a solid, Benzoyl peroxide (6.5g. 10mol%) was added at 
room temperature all at once as a solid, and the reaction mixture was refluxed for 5 hrs. The reaction 
was monitored by NMR and was determined to be composed of a 9:1 mixture of mono-bromination 
product (i.e. desired product) and di-bromination product with a 90% conversion. After cooling to 0°C 
(to precipitate out the succlnimide) the reaction was filtered through Celite and the solvent was 
removed under reduced pressure to yield a brown oil. The oil was crystallized using hexanes to yield 
100g (94%) of an off-white product of 90% purity. 

NMR (CDCI3) 400MHz 5 8.10(d. 2H. J=8.20 Hz). 7.72(d, 2H. J=8.20 Hz), 4.99(s, 2H), 
4.40(q, 2H, J=7.18 Hz), 1.41(t, 3H, J=7.18 Hz), 

TLC(1 5% EtOAc/Hexanes) R, = 0.55 

Ethyl 4-(bromomethyl)-2"Phenyl-1 ,3"thiazole-5-carboxylate 

The title compound was made using the same procedure as above. 

^H NMR (CDCI3) 400MHz 6 7.98(dd, 2H, J=7.86, 1.54 Hz). 7.47(m, 3H), 4.99(s, 2H). 4.39(q. 
2H, J=7.12 Hz). 1.40(t. 3H. J=7.12 Hz), 

TLC(15% EtOAc/Hexanes) R^ = 0.50 

Ethyl 4-(hydroxvmethyl)-2-[4-(trifiuoromethyl)phenvl]-1,3"thiazole-5-carboxylate 

To a stirred solution of ethyl 4-(bromomethyl)-2-[4-(trifluoromethyI)phenyl]-1,3-thiazoIe-5- 
carboxylate (50g, 0.127moles, 1eq) in dry DMF (300ml) under a positive N2 flow was added silver 
trifiuoroacetate (42.02g, 0.1 91 moles, 1 .5eq) all at once as a solid. This was stirred at room 
temperature for 3.5 hrs. The reaction was partitioned between ethyl ether (1,5L) and water (500ml). 
The phases were separated and the organic phase was washed twice with water (500ml). After 
separation of the phases, the organic fraction was dried with Na2S04, filtered and concentrated in 
vacuo. The crude trifiuoroacetate product was used without characterization. Ethanol (300ml) was 
added and the reaction was refluxed for 10 hrs. After cooling to room temperature the ethanol was 
removed in vacuo to yield 42g (100%) of the title compound. The product was used without 
purification. 

1 H NMR (CDCI3) 400MHz 6 8.09(d, 2H. J=8.20 Hz), 7.73(d, 2H. J=8.20 Hz), 5.09(s. 2H), 
4.41(q, 2H, J=7.12 Hz), 1 .40(t. 3H, J=7.12 Hz), 

Ethyl 4-(hydroxvmethyl)-2-phenyU1 ,3-thiazole-5-carboxylate 

The title compound was made using the same procedure as above. 
^H NMR (CDCI3) 400MHz 6 7.95(m, 2H), 7.48(m, 3H). 5.09(s, 2H), 4.40(q, 2H, J=7.12 Hz), 
1.41{t. 3H. J=7.12Hz), 

Eth yl 4-f(tetrahydro-2H-pyran-2-yl xy)methyil-2-r4-(trlflu romethyi)phenyll-1,3-thiazole>S- 
carboxylate 
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To a 1-L round-bottom flask equipped with a magnetic stir-bar and a N2 inlet was added Ethyl 
4-(hydroxymethyl)-2-[4-(trifluoromethyl)phenyI]-1,3-thlazole-5-carboxylate (42g, 0.127moles, 1eq) and 
dry CH2CI2 (300ml) at room temperature. This was followed by the addition of 3,4-dihydro-2H-pyran 
(14ml, 0.152moles, 1.2eq) as a neat liquid and pyridinium p-toluenesulfonate (6.4g, 25.4mmoIes. 
5 20mol%). The reaction mixture was stinted at room temperature overnight (10 hrs). The volatiles 
were then removed in vacuo and the residue was purified by flash silica gel chromatography (10% 
EtOAc/Hexanes to 30% EtOAc/Hexanes) to yield 34g (64%) of pure title compound. 

NMR (CDCI3) 400MHz 5 8.09(d. 2H, J=8.20 Hz). 7.69(d, 2H, J=8.20 Hz), 5.1 8(d, 1H, JD.30 
Hz), 4.99(d. 1H. J .30 Hz). 4.90(t. 1H. J=3.42 Hz). 4.36(q, 2H. J=7.12 Hz). 3.98(m, 1H). 3.56(m. 1H), 
10 1.69(m, 6H), 1.37(t, 3H, J=7.12 Hz). 

TLC(30% EtOAc/Hexanes)= 0.64 



Ethyl 2-phenyl-4-[(tetrahydro-2H-pyran-2'yloxy)methyl]-1,3-thiazole-5-carboxyiate 

^H NMR (CDCI3) 400MHz 5 7.97(m. 2H). 7.43(m, 3H), 5.17(d, 1H, J .13 Hz), 4.98(d, 1H, J 13 
15 Hz), 4.91(t, 1H, J=3.33 Hz). 4.35(q, 2H. J=7.12 Hz). 3.98(m, 1H). 3.54(m, 1H), 1.69(m, 6H), 1.36(t. 3H, 
J=7.12 Hz), 

Ethyl 2-(4-fluorophenyl)^4>[(tetrahydro-2H-pyran-2-yloxy)methyl]-1,3-thiazole-5K:arbox^^ 

^H Nz 5 7.97(m. 2H). 7.1 1(m. 2H), 5.1 6(d. 1H. J .24 Hz). 4.97(d, 1H. J .24 Hz). 4.90(t. 1H. 
20 J=3.36 Hz), 4,34(q, 2H. J=7.13 Hz), 3.98(m. 1H), 3.55(m. 1H), 1.86(m. 2H), 1.70(m, 2H). 1.55(m, 2H), 
1.36(t. 3H, J=7.13Hz), 

Suzuki Coupling 

Ethyl 4-[4-(trjfluoromethyl)benzyl]-2-[4-(trifluoromethyi)phenyl]-1,3"thiazole-5-carboxylate 

To a solution of ethyl 4-(bromomethyl)-2-[4-(trifluoromethyl)phenyl]-1.3-thiazole-5-carboxylate 
(0.25g, 0.63 mmol) in 4 ml of 2-methoxyethyl ether was added 

tetrakls(triphenylphosphlne)palladium(0). (0.02g. 0.019 mmol) and then sodium carbonate (0.1 3g, 1.2 
mmol) in 0.5 mi water. After brief stirring, 4-(trifluoromethyl)phenyl boronic acid (0.1 3g, 0.7 mmol) in 1 
ml ethanol was added. After heating at 110°C for 15 hours, the reaction was complete by HPLC and 
was treated with water (5 ml) and extracted with fert-butyl methyl ether (2 x 30ml). The organic layers 
were dried with magnesium sulfate and immediately loaded onto silica to give a crude residue which 
was purified on a Blotage FlashEIute with a 40M silica cartridge, eluting with 10% ethyl acetate in 
hexanes to yield ethyl 4-[4-(trifluoromethyl)benzyl]-2-[4-(trifluoromethyl)phenyl]-1,3-thiazoIe-5- 
carboxylate as a white solid (0.09g. 35%). 

^H NMR (CDCI3): 5 8.18 (d. 2 H), 7.78 (d. 2 H). 7.58 (m, 4 H). 4.68 (s. 2 H). 4.40 (q, 2 H). 1 .40 
(t.3H); MSm/z460(M+1). 

The following compounds were made using the the same palladium catalyzed coupling 
procedure using the appropriate boronic acid. 



40 Ethyl 4-[4-(trifluoromethoxy)ben2yll-2-r4-ftriflu romethynph nylMtS-thlazole-S-carboxylate 



wo 02/059098 



PCT/USOl/51056 



17 



From ethyl 4-(bromomethyl)-2-[4-(trifluoromethyl)phenyl]-1.3-thiazole-5-carboxylate (0.25g, 
0.63 mmol). ethyl 4-l4-(trifluoromethoxy)benzyll-2-l4-(trifluoromethyl)phenyn-1,3-thiazole-5- 
carboxylate (0.12g, 43%) was obtained as a light yellow solid. 

NMR (CDCy: 5 8.18 (d, 2 H). 7.77 (d, 2 H). 7.46 (d, 2 H). 7.18 (d. 2 H). 4.60 (s, 2 H) 4.40 
(q, 2 H), 1.40 (t, 3 H); MS mfe 476 (M+1). 

Ethvl4-r4-methoxvbenzvll-2-r4-(trifluoromethvnphenvl]-1. 3-thiazole-5-carboxylate 

From ethyl 4-(bromomethyl)-2-[4-(trifluoromethyl)phenyl]-1,3-thiazote-5-carboxylate (0.25g. 
0.63 mmol). ethyl 4-[4-methoxybenzyn-2-I4-(trifluoromethyl)phenyO-1.3-thiazole-5Karboxylate (0.16g, 
63%) was obtained as a yellow semi-solid. 

NMR (CDCI3): 5 8.18 (d, 2 H). 7.70 (d. 2 H). 7.40 (d, 2H), 6.80 (d, 2 H), 4.57 (s. 2 H), 4.40 
(q. 2 H), 3.80 (s. 3 H). 1 .40 (t. 3 H); MS m/z 422 (M+1 ). 

Ethvl4-r4-(methvlsulfanvl)benzvl1-2444trffluoromethvl)pheny n-1.3-thiazole-5-carbQxylate 

From ethyl 4-(bromomethyl)-2-[4-(trifluoromethyl)phenyl]-1,3-thiazole-5-carboxylate (0.4g. 
1.01 mmol). ethyl 4-[4-(methylsulfanyl)benzyl]-2-[4-(trifluoromethyl)phenyl]-1.3-thiazole-5-carboxylate 
(0.44g. 100%) was obtained as a light yellow solid. 

NMR (CDCI3): 8 8.1 1 (d. 2 H). 7.71 (d. 2 H). 7.38 (d. 2 H). 7.21 (d. 2 H). 4.52 (s. 2 H). 4.38 
(q. 2 H). 2.49 (s, 3 H). 1 .40 (t. 3 H); MS miz 438 (M+1 ). 

Ethyl 4-[4-teff-butvlbenzyll-2-r4-(trifluoromethvnphe nvn-1.3-thiazole-S-carboxvlate 

From ethyl 4-(bromomethyl)-2-[4-(trifluoromethyl)phenyl]-1.3-thiazole-5-carboxylate (0.4g, 

1.01 mmol). ethyl 4-t4-fert-butyIbenzyl]-2-[4-(trifluoromethyl)phenyl]-1,3-thiazole-5-cart)oxylate (0.24g. 

54%) was obtained as a white solid. 

M NMR (CDCis): 5 8.11 (d. 2 H). 7.73 (d. 2 H). 7.56 (d. 1 H), 7.49 (d, 1 H), 7.34 (m. 2 H), 4.58 

(s. 2 H), 4.40 (q. 2 H). 1 .40 (t. 3 H), 1 .27 (s, 9 H); MS mIz 448 (M+1 ). 

Ethvl4-r3-thienvlmethyll-2-f4-(trifluoromethyl)ph6nvn-1.3-thiazo le-5-carboxylate 

From ethyl 4-(bromomethyi)-2-I4-(trifluoromethyl)phenyl]-1,3-thiazole-5-carboxylate (0.4g, 
1.01 mmol). ethyl 4-[3-thienylmethyl]-2-[4-(trifluoromethyl)phenyl]-1.3-thiazole-5-carboxylate (0.4g 
100%) was obtained as a yellow solid. 

NMR (CDCI3): 6 8.12 (d. 2 H). 7.77 (d, 2 H). 7.40 (d. 1 H). 7.28 (d. 1 H). 7.20 (s. 1 H). 4.61 
(s. 2 H). 4.41 (q. 2 H). 1 .40 (t, 3 H): MS mIz 398 (M+1 ). 

Ethyl 4-[2-furylmethyl]-2-[4-(trlfluoromethyl)phenvn-1.3-thla 2ole-S-carboxylate 

From ethyl 4-(bromomethyl)-2-[4-(trifluoromethyl)phenyl]-1,3-thiazole-5-carboxylate (0.4g, 
1.01 mmol), ethyl 4-[2-furylmethyl]-2-[4-(trifluoromethyl)phenyl]-1.3-thiazole-5-carboxylate (0.204g. 

53%) was obtained as a white solid. 

MS m/^ 382 (M+1); HPLC RT 4.072 (C18 4.2x100mm. 0-100% ACN/H2O (0.1% TFA), 6mln 
@ 2ml/mln @254/220nm). 
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Ethyl 443>fuivlmethyll-2-[4-(trifluoromethyi)phenyn-1,3-thia2ole-5-carboxylate 

From ethyl 4-(bromomethyl)-2-[4-(trifluoromethyl)phenyl]-1,34hiazole-5-carboxylat^ (0.4g, 
1.01 mmol), ethyl 4-[3-furylmethyl]-244-(trifluorome%l)phenyl]-1,3-lh^^ (0.21 7g. 

56%) was obtained as a white solid. 
5 MS miz 382 (M+1); HPLC RT 4.091 (C1 8 4.2x1 00mm, 0-100% ACN/HgO (0.1% TFA), 6mln 

@ 2ml/min @254/220nm). 

Ethyl 4-[2-thienylmethyll-2"[4"(trifluoromethyl)phenyi]-1,3-thiazole-5"Carboxylate 

From ethyl 4-{bromomethyl)-2-[4-(trifluoromethyl)phenyl]-1.3-thia2ole-5-carboxylate (0.4g, 
10 1 .01 mmol), ethyl 4-[2-thlenylmethyl]-2-[4-(trifIuoromethyl)phenyll-1 ,3-thia2ole-5-carboxyiate (0.248g, 
62%) was obtained as a yellow solid. 

MS miz 398 (M+1); HPLC RT 4.224 (C18 4.2x1 00mm, 0-100% ACN/H2O (0.1% TFA), 6min 
@ 2ml/min @254/220nm). 

15 Ethyl 4-[(4-methyl-2-thienyl)methyll-2-[4-(trifluoromethyl)phenyl]-1,3-thiazole-5-carboxylate 

From ethyl 4-(bromomethyI)-2-[4-(trifluoromethyl)phenyl]-1 ,3-thiazole-5-carboxylate (O.Bg, 
1.52 mmol). ethyl 4-[(4-methyl-2-thlenyl)methyI]-2-[4-(trifluoromethyl)phenyl]-1,3-thiazole-5- 
carboxylate (0.5g, 81%) was obtained as a yellow solid. 

MS mfz 412 (M+1); HPLC RT 4.682 (C18 4.2x100mm. 0-100% ACN/H2O (0.1% TFA), 6min 
20 @ 2ml/mln @254/220nm). 

Ethyl 4-[2,4-difluorobenzyll-2-[4-(trifluoromethyl)phenyl]-1,3-thiazole-5«-carboxylate 

From ethyl 4-(bromomethyl)-2-[4-(trifluoromethyl)phenyl]-1,3-thiazoIe-5-carboxylate (O.Bg, 
1 ,52 mmol), ethyl 4-[2,4-difluorobenzyl]-2-[4-(trlfiuoromethyl)phenyl]-1 ,3-thiazo)e-5-carboxylate 
25 (0.222g, 35%) was obtained as a white solid. 

MS miz 428 (M+1); HPLC RT 4.618 (C18 4.2x100mm. 0-100% ACN/HgO (0.1% TFA), 6min 
@ 2ml/min @254/220nm), 

4-[(Tetrahydro-2H-pyran-2-yloxy)nriethyll-244-(trifluoromethyl)phenyl]-1,3-thiazol-5-yl}m 

30 To a stirred solution of lithium aluminum hydride (95%, 3.3g, 81 .84mmoles, 1eq) in dry ethyl 

ether (300ml) at 0°C was added ethyl 4-[(tetrahydro-2/-/-pyran-2-yloxy)methyl]-2-[4- 
(trifluoromethyl)phenyl]-1.3-thiazole-5-carboxylate (34g, 81.84mmoles, leq) In dry ethyl ether (50ml) 
dropwise via an addition funnel maintaining the internal reaction temperature below 5°C. This was 
stirred at O'^C for Ihr. At 0°C 3.5ml water was added dropwise very carefully and was then allowed to 

35 warm to room temperature. This was followed by the addition 3.5ml 5N NaOH and 10ml water. The 
mixture was stin*ed at room temperature for 2hrs. At this point a fine white precipitate fonned. The 
reaction was filtered through Cellte and the resulting aluminum salts were washed with 500mi EtOAc. 
The ether/EtOAc solution was concentrated \n vacuo to 30.6g (100%) of titled alcohol. 

^H NMR (CDCI3) 400MHz 6 8.07(d, 2H. J=8.20 Hz), 7.72(d. 2H, J=8.20 Hz), 4.93(m, 4H), 

40 4.78(t, 1 H. J=3.32 Hz). 3.90(m, 1 H), 3.61 (m, 1 H). 1 .73(m, 6H), 
TLC(30% EtOAc/Hexanes)= 0.20 
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The following intermediates were reduced as above for 4-[(Tetrahydro-2H-pyran-2- 
yloxy)methyl]-2-[4-(trifluorometiiyl)plienyI]-1,3-thiazol-5-yl}methanol. 

{4>[(Tetrahydro-2H-pyra^-2-yioxv)methvl]-2^r4■(trifiuoromethvl)phenyl^1,3-thiM^ 
5 yl}methanol 

NMR (CDCy 400MHz 6 8.07(d, 2H, J=8.20 Hz), 7 J2(d. 2H. J=8.20 Hz), 4.93(m, 4H). 
4.78(t, 1H, J=3.32 Hz), 3.90(m. 1H), 3.61 (m. 1H). 1.73(m. 6H), 
TLC(30% EtOAc/Hexanes)= 0.20 

10 C-(4-Fluorophenyi)-4-r(tetrahvdro-2H-pyran-2-yloxy)methvll-1,3-thiazoi-^ 

^H NIVIR (CDCg 400MHz 6 7.89(m. 2H), 7.09(m, 2H). 4.81 (m. 5H). 3.84(m, 1H). 3-55(m, 1H), 
1.67{m. 6H). 

{2-Phenvl-4-[(tetrahydro-2H-pyran-2-yloxy)niethyll-1,3-thiazol-5-yl>methanol 

15 1 H NMR (CDCI3) 400MHz 5 7.96(m. 2H), 7.47(m. 3H). 4.92(m, 4H). 4.79(t, 1 H, J=3.45 Hz); 

3.91 {m. 1H), 3.60(m. 1H). 1.73(m, 6H), 

{2-(4-{trifuloromethvi}phenyl)-4^[(2-phenylethoxy)niethvn-1,3-thlazol"5-yl}m 

^H (CDCis) 300MHz 5 7.99(d. 2H, J=8 .79 Hz), 7.67(d. 2H, J=8.79 Hz), 7.26(m. 5H). 4.78(s, 
20 2H). 4.71 (s. 2H). 3.84(t, 2H, J=6.94 Hz). 2.95(t. 2H, J=6.94 Hz), 2.63(s, 1 H), 

[2-(4-{trifuIorometliyl}phenyl)-4>'(3-phenylpropyl)-1,3>thiazoi-5-yl]meth 

^H NMR (CDCI3) 300MHz 6 8.02(d, 2H, J=8.79 Hz), 7.67{d, 2H, J=8.79 Hz), 7.23(m, 4H), 
4.76{s. 2H). 2.84(t, 2H. 7.28 Hz). 2.67(t, 2H, 7.28 Hz), 2.12(m, 2H), 

25 

[4-benzyl-2-(4-{trif!uoromethyl}phenyl)"1,3"thiazol-5-yllmethanoi 

^H {CDCI3) 300MHz 5 8.01 (d, 2H. J=8.79 Hz). 7.66(d, 2H. J=8.79 Hz). 7.26(m. 5H). 4.78(s. 

2H). 4.15(s, 2H), 

TLC(20% EtOAc/Hexanes) Rf= 0.18 
30 MS{ES*) M+H= 350 

[2-(4-{trmuoromethyl}phenyl)-4"(2-phenvlethvl)"1,3-thiazol-5-yllmethanol 

^H (CDCI3) 300MHz 5 8.06(d. 2H. J=9.61 Hz), 7.70(d. 1H, J=9.48 Hz). 7.23(m. 4H), 7.06(m. 

2H). 4.40(d. 2H, J=5.63 Hz), 3.07(s, 4H). 1.08(s. 1H), 
35 TLC(20% EtOAc/Hexanes) Rr 0.1 8 

MS(ES*) M+H= 364 

j44(Benzyloxy)methyll-2-(44trifluoromethyl}phenyn-1»3-th!azol-5-vn 

^H (CDCI3) 300MHz 5 8.02(d, 2H. J=8.79 Hz). 7.68(d. 2H. J=8.79 Hz), 7.35(m, 5H). 4.82(m, 
40 4H). 4.68(8. 2H). 
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TLC{20% EtOAc/Hexanes) Rr= 0.14 

[4-'(4-Bromobenzyl)-2-K4"{trifluoromethyl}phenyi)-1,3-thiazol-5-yllmetha^ 

NMR (CDCI3) 300MHz 6 7.99(d, 2H, J=8.10 Hz), 7.66(d, 2H, J=8.10 Hz). 7.40(d. 2H, 
5 J=8.38 Hz), 7.1 5(d, 2H. J=:8.38 Hz). 4.81 (s, 2H), 4.10(s, 2H). 
TLC(20% EtOAc/Hexanes) Rr 0.14 

{4-[4-(trifluoromethyl)benzyl]-2-[4-(trifiuoromethyl)phenyl]-1,3-thiazol-5-yl}m 

From ethyl 4-[4-(trifIuoromethyl)benzyl]-2-[4-(trifluoromethyl)phenyl]-1 .3-thiazole-5-carboxyIate 
10 {0.096g, 0.21 mmo)), {4-[4-{trifluoromethyI)benzyl]r2-I4-(trifluoromethyl)phenyO-1,3-thi^^^ 

yl}methanol (0.09g, 1 00%) was obtained as a white solid. 

^H NMR (CDCI3): 5 8.16 (d. 2 H). 7.73 (d, 2 H). 7.59 (d. 2 H). 7.44 (d, 2 H). 4.90 (d. 2 H), 4.26 

(t,2H); MSm/z418(M+1). 

15 {4-[4-(trifluoromethoxy)benzyl]"2-[4-(trifluoromethyl)phenyl]-1,3-thiazol-5-yl}m 

From ethyl 4-[4-(trifiuoromethoxy)ben2y!]-2-[4-(trifluoromethyl)phenyl]-1 ,3-thia2ole-5- 
carboxylate (0.1 23g 0.26 mmol). {4-[4-(trifluoromethoxy)benzyl]-2-[4-(trifluoromethyl)phenyl]-1,3- 
thiazoI-6-yI}methanol (0.1 3g, 99%) was obtained as a white solid. 

^H NMR (CDCI3): 5 8.07 (d. 2 H). 7.71 (d. 2 H), 7.38 (d, 2 H). 7.18 (d. 2 H). 4.80 (d. 2 H), 4.20 
20 (s,2H); MS/n^434(M+1). 

{4-(4-methoxyben2yl)-2-[4-(trifiuoromethyOphenyl]-1,3-thiazol-5-yl}methanol 

From ethyl 4-[4-methoxybenzyI]-2-I4-(trifIuoromethyl)phenyl]-1,34hlazole-5-carboxylate ( 

0.1 6g, 0.38 mmol). {4-(4-methoxybenzyl)-2-[4-(trifluoromethyl)phenyl]-1.3-thiazo!-5-yl}methanol 
25 (0.06g, 40%) was obtained as a white solid. 

MS miz 380 (M+1 ); HPLC RT 3.552 (CI 8 4.2x1 00mm. 0-100% ACN/H2O (0.1% TFA), 6min 

@ 2ml/m!n @254/220nm). 

{4-[4''(methylsulfanyl)benzyl]-2-[4-(trifluoromethyl)phenyll-1,3-thiazol-5-yl}methanoi 
30 From ethyl 4-[4-(methylsu!fanyl)benzyl]-2-[4-(trlfluoromethyl)pheny[]-1 .3-thlazole-5- 

carboxylate (0.44g, 1.0 mmol). {4-[4-(methylsulfanyl)benzyl]-2-[4-(trifluoromethyl)phenyl]-1,3-thlazol-5- 
yl}methanol (0,3g. 76%) was obtained as a white solid. 

MS m/z 396 (M+1 ); HPLC RT 3.699 (CI 8 4.2x1 00mm, 0-1 00% ACN/HjO (0.1 % TFA), 6min 
@ 2ml/min @254/220nm). 

35 

(4"(4-tert-butylbenzyl)-2-[4-(trifluoromethyl)phenylM,3-thiazot-5-yl}methanol 

From ethyl 4-[4-feAf-butylbenzyI]-2-[4-(trifluoromethyl)phenyl]-1 ,3-thiazoIe-5-carboxylate 
(0.24g, 0.54 mmol). {4-(4-teit-butylbenzyI)-2-[4-(trifluoromethyl)phenyl]-1,3-thlazol-5-yl}methanol 
(0.1 3g, 64%) was obtained as a white solid. 
40 MS /n/z 406 (M+1 ); HPLC RT 4.002 (CI 8 4.2x1 00mm, 0-1 00% ACN/HgO (0.1 % TFA). 6mln 

@ 2ml/mln @254/220nm). 
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{4-(34hienylmethyl)"2-[4"(trmuoromethyl)phenyl]"1,3"thiazol-5-vl}methanol 

From ethyl 4-[3-thienylmethyl]-2-[4-(trifluoromethyl)phenyl]-1,3-thte^^^ (0.44g, 
1 .1 1 mmol), {4-(3-thienyImethyl)-2-[4-(trlfluoromethyI)phenyl]-1>thiazol-5-yl}meth^ ( 0.098g, 25%) 
was obtained as a yellow solid. 
5 MS miz 356 (M+1 ); HPLC RT 3.513 (CIS 4.2x100mm, 0-100% ACN/H2O (0.1% TFA), 6min 

@ 2ml/min @254/220nm). 

{4-(2-fuiylmethyl)-244>(trifluoromethyl)phenyi]--1.3-thiazol-5>yl}meth 

From ethyl 4-[2-furylmethyI]-2-[4-(trifluoromethyl)phenyi]-1,3-thiazole-5-carboxylate ( 0.204g, 
10 0.53 mmol). {4-(2-furylmethyl)-2-[4-(trifIuoromethyl)phenyl]-1 .3-thlazol-5-yl}methanol (0.162g, 89%) 
was obtained as a white solid. 

MS miz 340 (M+1); HPLC RT 3.382 (C1 8 4.2x1 00mm, 0-100% ACN/H2O (0.1% TFA), 6mln 
@ 2ml/mln @254/220nm). 

15 {4"(3-furylmethyl)"2-[4-(trifluoromethyl)phenyll-1,3-thia20l-5-yl}methanol 

From ethyl 4-[3-furylmethyl]-2-[4-(trlfluoromethyl)phenyll-1,3-thlazo!e-5-carboxylate (0.21 7g 
0.57 mmol), {4-(3-airyImethyi)-2-[4-(trlfiuoromethyl)phenylH.3-thiazol-5-yl}meth^ (0.1 80g. 88%) 

was obtained as a white solid. 

MS m/z 340 (M+1); HPLC RT 3.385 (C18 4.2x100mm, 0-100% ACN/H2O (0.1% TFA). 6mln 
20 @ 2ml/mln @254/220nm). 

{4-(2-thlenylmethyl)-2-[4-(trif!uoromethyl)phenvl]-1.3-'thiazol-'5-yl}methanol 

From ethyl 4-[2-thlenyImethyl]-2-[4-(trifluoromethyl)phenyll-1.3-thiazole-5-carboxylate ( 
0.248g, 0.62 mmol). {4-(2-thienylmethyl)-2-[4-(trifluoromethyl)phenyl]-1.3-thiazol-5-yl}methanol 
25 (0.1 86g, 87%) was obtained as a yellow solid. 

MS mJz 356 (M+1); HPLC RT 3.528 (C18 4.2x100mm. 0-100% ACN/HgO (0.1% TFA). 6min 
@ 2ml/min @254/220nm). 

{4-t(4"Methyll-2-thlenyl)methyl]-2-[4-(trmuoromethynphenyl]-1,3-thia2ol-5'yl}methan^ 

30 From ethyl 4-[(4-methyl-2-thienyl)methyll-2-[4-(trifluoromethyl)phenyil-1 ,3-thiazole-5- 

carboxylate (O.Sg. 1.22 mmol). {4-[(4-methyl-2-thlenyl)methyl]-2-[4-(trifluoromethyl)phenyl]-1,3-thiazol- 
5-yl}methanol (0.084g, 19%) was obtained as a yellow solid. 

MS m/z 370 (M+1); HPLC RT 3.913 (CI 8 4.2x1 00mm, 0-100% ACN/H2O (0.1% TFA). 6min 
@ 2ml/mln @254/220nm). 

35 

{4-(2.4"dmuorobenzvl)-2-[4-(trifluoromethvl)phenylM,3-thiazol-5-vl}methanol 

From ethyl 4-[2,4-dif!uoroben2yl]-2-[4-(trif!uoromethy!)phenyI]-1 ,3-thiazole-5-carboxylate 
{0.46g, 1.08 mmol), {4-(2,4-difluorobenzyl)-2-[4-(trifluoromethyl)phenyl]-1,3-thiazol-5-yl}methanol 
(0.222g, 54%) was obtained as a white solid. 
40 MS m/z 386 (M+1); HPLC RT 3.900 {C18 4.2x100mm, 0-100% ACN/HjO (0.1% TFA). 6min 

@ 2ml/mln @254/220nm). 
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5^<Chloromethyl)-4^(tetrahydro^2H^py^an-2-yloxy)methyl]^2■r4^(trffluoro 
thiazole 

To a 500-ml round-bottom flask equipped with a magnetic stir-bar, an addition funnel and a Ng 
Inlet was added 4-[(Tetrahydro-2H-pyran-2-yloxy)methyO-2-[4-(trifluoromethyl)phenyl]-^ ,3-thlazol-5- 
5 y]}methanol (15g, 40.17mmoles, 1eq) and dry CH2CI2 (160ml, 0.27M). Methanesulfonyl chloride 
(3.73ml, 48.20mmo!es, 1 .2eq) was added neat all at once followed by the dropwise addition of 
triethylamine (8.44ml, 60.26mmoles, 1.5eq) over 10 minutes. This solution was stirred at room 
temperature for 1 hr. The reaction was transferred to a separatory funnel and washed with water and 
brine. After the phases were separated the CH2CI2 fraction was dried over Na2S04 and the solvent 
10 was removed in vacuo. This yielded 15.74g (100%) of a brown oil. The crude product was used as is 
and required no purification. 

HMR (CDCI3) 300MHz 5 8.08(d, 2H, J=8.20 Hz), 7.73(d. 2H, J=8.20 Hz), 5.00(m, 3H), 
4.80(m, 2H), 3.97(m, 1H), 3.64(m. 1H), 1 J7(m, 6H), 
TLC(25% EtOAc/Hexanes) = 0.64 

15 

The following intermediates were also prepared using the above mesylatlon/chloride 
displacement procedure: 

5-(Chloromethyi)-2-(4-fluorophenyl)-4-[(tetrahydro-2H-pyran-2-yloxy)methyl]-1,3-thiazofe 

20 NMR (CDCI3) 400MHz 5 7-90(m. 2H), 7.1 1(m, 2H). 4.94(s. 2H). 4.91 (d, 1H, Ja45 Hz). 

476(t, 1H. J=3.39 Hz), 4.72(d, 1H, J .45 Hz), 3.92(m, 1H). 3.58(m, 1H). 1.69(m, 6H). 



r5-(Chloromethyl)-2-phenyl-1 ,3-thlazol-4"yllmethyi tetrahydro-2H>pyran-2-yl ether 

^H NMR (CDCI3) 300MHz 5 7.95(m. 2H). 7.47(m, 3H), 4.98(m. 3H). 4.80(m, 2H), 3.98(m. 1H), 
25 3.63(m, 1H), i.73(m,6H). 

TLC(25% EtOAc/Hexanes) = 0.57 

5-(Ch»oromethyl)-2-(4-{trifluoromethy[}phenyl)-4-r4-(3-thienyl)benzylM,3-thiazole 

^H NMR (CDCI3) 300MHz 6 8.06(d, 2H. J=8.23 Hz), 7.71 (d. 2H, J=8.23 Hz). 7.58(d, 2H. 
30 J=8.23 Hz). 7.41 (m. 5H). 4.84(s, 2H), 4.26(s. 2H). 
TLC(20% EtOAc/Hexanes) Rr 0.66 

4-r(Benzyloxy)methyl]-5-(chloromethvl)-2-[4-(trifluoromethyi)phenyn-1.3-thlazole 

^H NMR (CDCI3) 300MHz 5 8.03(d, 2H. J=8.79 Hz), 7.69(d, 2H, J=8.79 Hz), 7.37(m. 5H), 
35 4.90(s. 2H), 4.77(s, 2H), 4.66(s, 2H) 

4-Benzyl-5-(chloromethyl)-2-(4-{trlfluoromethyl>phenvl)"1,3-thiazole 

^H (CDCI3) 300MHz 5 8.02(d, 2H, J=8.79 Hz), 7.67(d. 2H. J=8.79 Hz). 7.26(m. 5H), 4.77(s. 
2H),4.21(s.2H), 
40 TLC(20% EtOAc/Hexanes) R,= 0.66 
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5-(Chloromethyl)-2-(4^trifluoromethyl}phenvl)-4>(2-ph envlethvl^ 

{CDCI3) 300MHz 8 8.05(d. 2H. J=8.79 Hz), 7.70(d, 2H, J=8 .79 Hz), 7.22(m, 5H), 4.46(s, 

2H), 3.09(s, 4H). 

TLC(20% EtOAc/Hexanes) Rp 0.67 

5-(Chloromethvl)-2-(4-{trifluoromethyl}phenvl)-4-[(2-phenvl^ 

NMR (CDCI3) 300MHz 5 8.01(d, 2H, J=8.79 Hz), 7.68(d, 2H, J=8.79 Hz). 7.26(m, 5H), 
4.76(s, 2H), 4.74(s, 2H). 3.78(t. 2H, J=6.94 Hz). 2.94(t. 2H, J=6.94 Hz). 
TLC(20% EtOAc/Hexanes) Rr 0.56 

5-(ChIoromethy[)-2>(4-{trifluoromethvl>phenyl)-4-(3-phenylpr opvl)-1.3-thiaz 

TLC(20% EtOAc/Hexanes) R,= 0.63 

4-(4-Bromobenzvl)-5-^chloromethyl)-2-(4-{trlfluoromethyi}phen vl)-1.3-thiM^ 

^H NMR (CDCI3) 300MHz 6 8.00(d, 2H, J=8.10 Hz), 7.67(d. 2H, J=8.10 Hz). 7.42(d, 2H. 
J=8.38 Hz), 7.18(d, 2H. J=8.38 Hz), 4.77(s. 2H). 4.14(s. 2H). 
TLC(20% EtOAc/Hexanes) Rf= 0.66 

4- ([1 .1 ^BIphenyiM-ylmethvi)-5-(chloromethvn-2-(4-{trifluorometh ynphenyl)-1 ,3>thiazo!e 

^H NMR (CDCI3) 300MHz 5 8.07(d. 2H. J=8.23 Hz). 7.72(d. 2H. J=:8.23 Hz). 7.57(m. 4H). 
7.39(m, 5H), 4.85{s. 2H). 4.28(s, 2H), 

TLC(207o EtOAc/Hexanes) Rr 0.69 

5>(chloromethyI)-4-[4-(trifluoromethyi)benzyl]-244-(trifluoromethyl)pheny n"1,3-thia^^ 

From {4-[4-(trifluoromethyl)benzyl]-2-[4-(trifluoromethyI)phenyl]-1,34hiazoI-5-y^^ 
(0.09g, 0.216 mmol), 5Hchloromethyl)-4-[4-(trifluoroniethyl)benzyl]-2-[4-(trlfluorometh^ 
thiazole {0.087g, 93%) was obtained as a yellow oil and immediately taken on witliout purification. 

5- (chloromethvl)-4-[4-(trifluoromethoxy)benzyl]-2-[44trifluorome thvl)phenyi]>1,3-^^ 

From{4-[4-(trifluoromethoxy)benzyl]-2-[4-(trifIuoromethyl)phenyl]-1.34hlazol-5-yl}mem 
(0.13g. 0.3 mmol). 5-(chlorometliyl)-4-[4Ktrif!uoromethoxy)benzyll-2-[4-(trifiuoro 
thiazole (0.1 35g. 100%) was obtained as a yellow oil and immediately taken on without purification. 

5-(chloromethyn-4-(4>methoxyben2yl)-244-{trifluoromethynphenylM,3-thiazole 

From {4-(4-methoxybenzyl)-2-[4-{trifluoromethyl)phenyn-1 .3-thiazol-5-yl}methanoi {0.06g, 
0.158 mmol). 5-{chIoromethyl>-4-(4-methoxybenzyl)-2-[4-(trifluoromethyl)phenyl]-1.3-thiazoIe {0.08g, 
100%) was obtained as a yellow oil and immediately taken on without purification. 

5jchloromethvl)-4-r4-{methvisulfanvltee n2 Yn-2-r4-(trif luoromethyn 
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From {4-[4-(methylsulfenyl)benzyl]-2-[4-(trifluoromethyl)phenyl]-1 ,3-t^ 
(0.3g, 0.76 mmol), 5-(chloromethyl)-4-[4-(methylsuIfanyl)benzyl]-2-[4-(trifIuoromethyl)phen ,3- 
thlazole (0.33g, 100%) was obtained as a yellow oil and Immediately taken on without purification. 

MS/n^414(M+1). 

5 

4-(4"tert-butvlbenzyi)-5-(chloromethyl)-2-[4-(trifluoromethyl)phenyll-1,3-thiazole 

From {4-(4-ferf-butylbenzyl)-2-[4-(trifluoromethyl)phenyl]-1 ,3-th!azol-6-yl}methanol (0.1 3g, 
0.32 mmol), 4-(4-terf-butylbenzyl)-5-{clilorometliyI)-2-[4-(trlfluoromethyl)phenyl]-1,3-thia2ole (0.1 51 g, 
100%) was obtained as a yellow oil and immediately taken on without purification. 
10 MSm/z424(M+1). 



5-(chloromethyl)''4''(3-thienvlmethyi)-2-[4-(trlfluoromethyl)phenyl]-1,3-thiazQle 

From {4-(3-thlenylmethyl)-2-[4-(trifluoromethyl)phenyll-1,3-thiazol-5-yl}methanol (0.098g, 0.28 

mmol), 5-(chloromethyl)-4-(3-thienyImethyl)-2-[4-(trifluoromethyl)phenyl]-1 ,3-thiazole (0.105g, 100%) 
15 was obtained as a yellow oil and immediately taken on without purification. 
l\/ISm/^374(M+1). 



5-(chloromethyl)-4"(2-furyImethyl)-2-[4-(trifluoromethyl)phenyl]-1,3-thlazole 

From {4-(2-furylmethyl)-2-[4-(trifluoromethyl)phenyl]-1,3-thiazol-5-yl}methanol (0.1 62g, 0.48 
20 mmol), 5-(chloromethyl)-4-(2-furylmethyl)-2-[4-(trifluoromethyl)phenyl]-1 ,3-thia2ole (0.097g, 57%) was 
obtained as a yellow oil and immediately taken on without purification. 
mm/z35B (M+1). 



5-(chloromethyl)"4-(3-furyimethyl)-2-[4-(trlfluoromethyI)phenyl]-1,3-thiazole 
25 From {4-(3-furyImethyI)-2-[4-(trif!uoromethyl)phenyl]-1 ,3-thiazol-5-yl}methanol (0.1 8g. 0.53 

mmol), 5-(chloromethyl)-4-(3-furylmethyl)-2-[4-(trifluoromethyl)phenyl]-1.3-thlazole (0.172g, 91%) was 
obtained as a yellow oil and immediately taken on without purification. 
MS /?i/z 358 (M+1). 



30 5-(chloromethyl)'4-(2-thienylmethy!)"2-[4-(trifluoromethyl)phenyll-1,3-thiazole 

From {4-(2-thienylmethyl)"2-[4-(trifluoromethyl)phenyl]-1,3-thlazoi-5-yl}methanol (0.1 86g, 0.52 
mmol), 5-(chloromethyl)-4-(2-thienylmethyl)-2-[4-(frlfluoromethyl)phenyl]-1,3-thlazole (0.185g, 95%) 
was obtained as a yellow oil and immediately taken on without purification. 

MS 374 (M+1). 

35 

5-(chloromethyl)-4-[(4-methyl-2-thlenyl)methyll-2-[4-(trlfluoromethyl)phenyl]-1,3*thiazole 

From{4-[(4-methyl-2-thienyI)methyO-2-[4-(trifIuoromethyl)phenyI]-1,3-thiazol-5-yl}methanol 
(0.084g. 0.23 mmol), 5-(chloromethyl)-4-[(4-methyl-2-thienyl)methyl]-2-[4-(trlfluoromethyl)phenyI]-1 .3- 
thiazole (0.123g, 100%) was obtained as a yellow oil and immediately taken on without purification. 

40 

5-fchlorom thyl)-4-(2,4-diffluorobenzvi)-2-[4-(trifluoromethvnphenylM,3-thlazole 
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From {4-(2.4-clifluorobenzyl)-2-[4-(trifIuoromethyl)phenyl]-1 ,3-thiazol-5-yl}methanol (0.222g, 
0.58 mmol), 5-(chloromethylH-(2.4-difluorobenzyl)-2-[4-(trifluoromethyl)phenyl]-1 ,3-thiazole (0.279g, 
100%) was obtained as a yellow oil and immediately taken on without purification. 

Ethyi 2'methvi-2''Phenoxvpropanoate 

To a solution of potassium f-butoxide (1M in THF, 531ml, 0.531 moles, 1eq) precooled to 0°C 
(ice bath) was added phenol (50g. 0.531 moles, leq) in dry THF (50ml) dropwise via an addition funnel 
over 20 minutes maintaining the internal temperature of the reaction below 5 degrees centigrade. 
Ethyl-2-bromoisobutyrate (70.14m!. 0.9eq, 0.478moles) in dry THF (20mi) was added dropwise over 
10 minutes maintaining the interna! reaction temperature below 5 °C. After the addition was complete, 
the ice bath was removed and the reaction was allowed to warm to room temperature. The reaction 
was brought to reflux and maintained at this reflux temperature for 8 hours. Following the cooling of 
the reaction to 0°C ttie volatl!es were removed in vacuo. The residue was then partitioned between 
EtOAc and IN NaOH. The phases were separated and the organic phase was washed with IN 
NaOH, H2O, brine and dried over Na2S04. After filtration the solution was concentrated under reduced 
pressure to yield 83g (75%) of clean title compound. 

NMR (CDCI3) 400MHz 5 7.21 (m, 2H), 6.95(t, 1H. J=7.41 Hz), 6.82(m, 2H), 4.21 (q. 2H. 
J=7.13 Hz). 1.57(s, 6H). 1.22(1, 3H. J=7.13 Hz). 

Ethyi (2-ethvlphenoxy)acetate 

To a stirred solution of 2-ethylpheno! (5ml, 42.4mmoles. 1eq) in dry DMF (120ml, 0.35!^) was 
added potassium carbonate (6.45g. 46.6mmoles, l.leq) and ethylbromoacetate (4.7ml. 42.2mmoles, 
1eq) and heated to 60 °C overnight. After cooling to room temperature the reaction mixture was 
partitioned between ethyl ether and IN NaOH. The phases were separated and the organic portion 
was washed twice with 1N NaOH, twice with HgO, brine, dried over Na2S04. filtered and concentrated 
in vacuo to yield 7.2g (82%) of product. 

^H NMR (CDCI3) 400MHz 5 7.14(m, 2H). 6.92(t, 1H. J=8.24 Hz). 6.70(d, 1H, J=8.24 Hz). 
4.62(s, 2H),4.24(q. 2H, J=7.14Hz), 2.70(q, 2H, J=7.51 Hz). 1.27(t, 3H, J=7.14 Hz), 1.21(t. 3H, J=7.51 
Hz). 

The following were compounds were made using the same alkylation procedure: 

Ethyl (2-isopropvlphenoxy)acetate 

^H NMR (CDCI3) 400MHz 6 7.23(d, 1 H. J=7.69 Hz). 7.1 1 (t, 1 H. J=7.69 Hz). 6.96(t. 1 H. J=7.69 
Hz), 6.70(d, 1H. J=7.69 Hz). 4.62(s. 2H). 4.25(q. 2H. J=7.14 Hz). 3.41 (m. 1H), 1.26(m, 9H). 

Ethyl (2-propviphenoxy)acetate 

NMR (CDCIa) 400MHz 5 7.12(m. 2H), 6.90(t. 1H. J=8.24 Hz). 6.69(d. 1H, J=8.24 Hz). 
4.61(s, 2H). 4.24(q, 2H. J=7.14 Hz). 2.64(t. 2H. J=7.33 Hz). 1 .64{m, 2H). 1 .27(t, 3H. J=7.14 Hz). 
0.94(t.3H.J=7.33Hz). 
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Ethyl [4-(chlorosulfonyl)-2-ethylphenoxy]acetate 

To a 250ml round-bottom flask containing chlorosulfonic acid (SOml) cooled to 0°C was added 
ethyl (2-ethylphenoxy)acetate (7.2g, 34.6mmoles) dropwise. Once the addition was complete the Ice- 
bath was removed and the reaction was allowed to warm to room temperature at which the reaction 
5 was stin-ed for 3 hours. The reaction was then slowly added to ice and, once the excess 

chlorosulfonic acid was quenched, the mixture was diluted with CHzClj (200ml). The phases were 
separated and the aqueous fraction was washed with CH2CI2 twice. The combined organic fractions 
were dried over Na2S04 and filtered and concentrated in vacuo to yield 7.2g (70%) of crude product. 
The crude product was used with no purification. 

10 NMR (CDCI3) 400MHz 5 7.84(m. 2H), 6.79(d. 1H, J=8.24 Hz). 4.75(s, 2H), 4.26(q. 2H, 

J=7.14 Hz). 2.77(q, 2H. J=7.51 Hz). 1,26(m. 6H). 

The following were compounds were made using the same chlorosulfonation procedure: 

15 Ethyl [4-(chtDrosulfonyl)-2HTiethyiphenoxy]acetate 

^H NMR (d6-DMS0) 300MHz 5 7.41 (m. 2H). 6.79(d. 1 H. J=8.23 Hz). 4.82(s, 2H), 4.16(q. 2H, 
J=7.17 Hz). 2.21(s, 3H). 1.21(t. 3H. J=7.17 Hz). 

Ethyl 2-[4-(chlorosulfonyl)-2-methylphenoxy]propanoate 

20 NMR (d6-DMSO) 300MHz 5 7.44(m, 1H), 7.39(dd. 1H, J=8.23, 2.39 Hz), 6.74(d. 1H, 

J=8.23 Hz). 4.96(q, 1H, J=6.81 Hz). 4.13(q. 2H. J=7.08 Hz). 2.20(s. 3H). 1.54(d. 3H. J=6.81 Hz). 
1.1 8(t. 3H, J=7.08 Hz). 

Ethyl 2-[4-(chiorosulfonyl)-2>isopropylphenoxy]propanoate 

25 NMR {CDCI3) 400MHz 5 7.81 (m. 2H). 6.76(d. 1H. J=8.42 Hz), 4.87(q. 1H. J=6.78 Hz). 

4.21(q. 2H, J=7,14 Hz). 3.40(m. 1H). 1.65(d. 3H. J=6.78 Hz). 1.24(m. 9H). 

Ethyl [4-(chlorosulfonvl)-2-isopropylphenoxy]acetate 

' NMR (CDCI3) 400MHz 5 7.84(m, 2H). 6.80(d. 1H. J=8.42 Hz). 4J5(s. 2H). 4.26(q, 2H. 
30 J=7.14 Hz). 3.42{m. 1 H). 1 .27(m, 9H), 

Ethyl 2-[4-(chiorosu!fonyl)-2-propylphenoxy]propanoate 

NMR (CDCI3) 400MHz 5 7.80(m. 2H). 6.75(d. 1H. J=8.42 Hz), 4.85(q, 1H, J=6.78 Hz). 
4.21 {q. 2H. J=7.14 Hz). 2.69(t, 2H. J=7.51 Hz). 1.66(m. 5H), 1.23(t. 3H. J=7.14 Hz), 0.95(t, 3H. J=7.51 
35 Hz). 

Ethyl r4-(chlorosulfonvl)-2-'PropylphenoxyIacetate 

^H NMR (CDCI3) 400MHz 6 7.83(m, 2H). 6.79(d, 1H. J=8.42 Hz). 4.73(s. 2H). 4.26(q, 2H. 
J=7.14 Hz). 2.70(t. 2H, J=7.51 Hz). 1 .67(m, 2H). 1 .29(t. 3H, J=7.14 Hz), 0.95(t. 3H, J=7.51 Hz). 

40 

Ethyl 2>[4>(chlorosulfonvn>2-ethylphenoxylpropanoate 
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NMR {CDCI3) 400MHz 5 7.81 (m. 2H). 6.75(d. 1H, J=8.42 Hz), 4.86(q. 1 H. J=6.78 Hz). 
4.21 (q. 2H, J=7.08 Hz). 2.75(m, 2H). 1 .68{d, 3H, J=6.78 Hz). 1 .23(m, 6H). 

Ethyi 2-[4-(chlorosu!fonyl)phenoxyl-2'-methylpropanoate 

To a 3-L three-neck round-bottom flask equipped with a magnetic stir-bar, low temperature 
thermometer with thermometer adapter, addition funnel and a N2 inlet was added ethyl 2-methyl-2- 
phenoxypropanoate (83g, 0.399moles, 1eq) and dry CH2CI2 (1L, 0,4M). After cooling the reaction to 0 
°C (Ice bath) chlorosulfonic acid (26.5ml, 0.399moles. leq) in dry CH2CI2 (50ml) was added dropwise 
over 30 minutes via addition funnel maintaining the internal temperature below 5°C. Following this 
dropwise addition the reaction was allowed to stir at 0°C for 3 hours. The reaction was monitored by 
HPLC and after 3 hours complete conversion was obsen/ed [(C-18, 3^lm) 0%-95% AcetonitrlleA/Vater 
over 8 minutes Rp 2.96minutes]. At this point dry DMF (1 24ml, 4eq) was added slowly maintaining 
the intemal temperature below 5°C. This was followed by the dropwise addition of thfonyl chloride 
(43.77ml, 0.599moles, 1 .5eq) in dry CH2CI2 (50ml) over 25mlnutes maintaining the internal 
temperature below S^C. After stirring at 0 °C for 1 .6 hours and monitoring by HPLC [(C-1 8, 3^m) 0%- 
95% AcetonitrileA/Vater over 8 minutes Rt= 5.97minutes] the reaction was allowed to warm to room 
temperature. The reaction mixture was then washed with 0.1 N HCI and the phases were separated, 
with discarding the aqueous fraction. The organic fraction was washed with 0.1 N HCI. H2O, brine and 
dried over Na2S04. The solution was filtered and concentrated in vacuo to yield 1 1 9.95g (98%) of 
pure sulfonyl chloride. 

^H NMR (CDCI3) 40GMHZ 5 7.89(d. 2H, J=9.31 Hz). 6.89(d, 2H. J=9.31 Hz). 4.21 (q. 2H. 
J=7.16 Hz). 1 66(s. 6H), 1.20(t, 3H, J=7.16 Hz), 

HPLC (C-18, 3|im) 0%-95% Acetonitrile/Water over 8 minutes 5.97minutes 

Ethyl 2"methyl-2-(4-sulfanyiphenoxy)propanoate 

To a 3-L three-neck round-bottom flask equipped with an overhead mechanical stirrer, 
addition funnel and a inlet was added ethyl 2-[4-(chlorosuIfonyl)phenoxyl-2-methylpropanoate (53g, 
0.173moles, leq) and absolute EtOH (500ml). Tin powder (325mesh. 123.06g, 1.04moles, 6 eq) was 
added as a solid. The overhead stin-er was adjusted so that the rotor is as close as possible to the 
bottom of the round-bottom flask and stirring speed was accelerated to a very high setting before 
adding the HCI to prevent the clumping of the tin metal. Hydrogen chloride (4N in dioxane, 300ml) 
was added dropwise over the course of 1 hour. The reaction mixture was refluxed for 4 hours at 
which point the hot ethanolic solution was poured into a 2-L Erienmeyer flask containing CH2CI2 (1L) 
and ice. After stinring for 10 minutes the biphasic mixture was filtered through Celite. After 
transfenring to a separatory funnel the phases were separated and the aqueous fraction was washed 
with CH2CI2 (2x 100ml). The combined organic fractions were dried over NagSCt, filtered and 
concentrated n vacuo, A bright yellow oil with a white precipitate suspended rec ulted. This yellow 
mixture was dissolved in a minimum amount of CH2CI2 and filtered once again through Celite to yield 
30g (75%) of a bright yellow oil. 

^H NMR (CD3OD) 300MHz 5 7.1 8(m. 2H). 6.73(d, 2H. J=8.00 Hz), 4.23(q. 2H. J=7.17 Hz), 
3.69(s. 1H). 1.59(s. 6H), 1.26(t, 3H, J=7.17 Hz), 



wo 02/059098 



PCT/USOl/51056 



28 



The following were compounds were made using the same reduction procedure: 

Ethyl (2-methyl-4"Sulfanylphenoxy)acetate 

NMR (CDCI3) 400MH2 5 7.1 5(m. 2H), 6.63(d, 1H, J=8.23 Hz), 4.64(s, 2H), 4.29(q. 2H, 
J=7.17 Hz), 3.36(s. 1H), 2.29(s, 3H). 1.33(t, 3H, J=7.17 Hz). 

Ethyl 2'-<2-methyU4-sulfanylphenoxy)propanoate 

^H NMR (CDCI3) 400MHz 5 7.1 2(d, 1H, J=2.39 Hz). 7.04(dd. 1H, J=8.37. 2.39 Hz). 6.56(d. 
1H. J=8.37 Hz). 4.67(q. 1H. J=6.72 Hz). 4.19(q. 2H. J=7.12 Hz). 3.31(s, 1H), 2.22(s. 3H). 1.61(d. 3H. 
J=6.72 Hz), 1,23(t. 3H, J=7.12 Hz). 

TLC(20% EtOAc/Hexanes) = 0.60 

Ethyl (2-ethyl-4-sulfanylphenoxy)acetate 

^H NMR (CDCI3) 400MHz 5 7.13(d, 1H. J=2.20 Hz). 7.08(dd, 1H. J=8.42. 2.38 Hz). 6.58{d. 
1H, J=8.42 Hz). 4.59(8. 2H). 4.24(q. 2H. J=7.14 Hz). 3.33(s, 1H). 2.64(q. 2H, J=7.51 Hz). 1.28(t. 3H, 
J=7.14 Hz). 1.1 8(t, 3H. J=7.51 Hz). 

Ethyl 2"(2-ethyl-4»sulfanylphenoxy)propanoate 

^H NMR (CDCI3) 400MHz 5 7,15(d. 1H. J=:2.20 Hz), 7.07(dd. 1H, J=8.42. 2.20 Hz), 6.55(d, 
1H, J=8.42 Hz). 4.74(q. 1H, J=:6.78 Hz), 4.17(m. 2H). 3.32(s. 1H), 2.61(q, 2H, J=7.51 Hz). 1.61(d, 3H, 
J=6.59 Hz).1.19(m. 6H). 

The following four compounds were made in the same way and used without further 
purification. 

Ethyl (2-propyl-4-sulfanylphenoxy)acetate 
Ethyl 2-(2"propyl-4"Sulfanylphenoxy)propanoate 
Ethyl (2-isopropyl-4-sulfanylphenoxy)acetate 
Ethyl 2-(2HSopropyl-4-sulfanylphenoxv)propanoate 

Ethyl 2>methyl-2^4-[({4-[(tetrahydro-2H-pyran-2-yloxy)methvll-244-(trlfluoronrietf^^ 
thiazol"5-yl}methyl)sulfanyllphenoxy}propanoate 

To a 250ml round-bottom flask equipped with a magnetic stir-bar and N2 inlet was added 5- 
(chloromethyl)-4-[(tetrahydro-2H-pyran-2-yloxy)methyI]-2-[4^(trifluoromethyl)phenyl]-1,34hiazote 
(7.87g. 20.09mmoles. 1eq) and dry CH3CN (100ml, 0.27M). Solid cesium carbonate (16.4g, 
50.22mmoles. 2.5eq) was added all at once followed by the quick addition of ethyl 2-methyl-2-(4- 
sulfanylphenoxy)propanoate (5.79g, 24.1 Immoles. 1.2eq) in dry CHaCN (10ml). The reaction was 
allowed to stir at room temperature for 2 hours at which point the solvent was removed under reduced 
pressure. The resulting residue was partitioned between EtOAc and 1N NaOH. After the phases 
were separated the organic fraction was washed with H2O, brine and dried over Na2S04. After 
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filtraUon the volatlles were removed in vacuo to yield the titled compound In >100% yield. Sometimes 
because of the difficult separation between the thiophenol and the product, the crude product was 
carried fonward without purification. 

5 The following compounds were made using the same alkylation procedure. >/Vhere selectivity 

was an Issue the aikylations were canied out below room temperature.: 

Ethyl 242»methyl-4-[({2-phenyl-4-I(tetrahydro-2H"pyran^2-vioxy)methyl]-1,3"thiazol-5- 
vl>methyl)sulfanyl]phenoxy}propanoate 

10 NMR (CDCy 300MHz 5 7.93(m, 2H). 7.44(m, 3H), 7.28(d, 1H. J^2:^9 Hz), 7.15(dd, 1H, 

J=8.23, 2.39 Hz), 6.61 (d, 1H, J=8.23 Hz), 4.72(m. 3H), 4.50(d, 1H, J .21 Hz). 4.32(s, 2H), 4.23(q, 2H, 
J=7.08 Hz), 3.93(m. 1H), 3.59(m, 1H), 2.26(s. 3H). 1.71(m. 9H). 1.28(t, 3H, J=7.08 Hz), 

Ethyl 2-{2-methyl-4-[({4^(tetrahydro-2H-pyran-2.-vloxy)methyll>'2-W^ 
15 thlazol-5-yl}methyl)sulfanyllphenoxy}propanoate 

^H NMR (CDCI3) 300MHz 6 8.04(d, 2H, J=8.23 Hz), 7.70(d, 2H, J=8.23 Hz). 7.27(d, 1 H. 
J=2.39 Hz), 7.15(dd, 1H, J=8.49. 2.39 Hz), 6.60(d, 1H, J=8.49 Hz), 4.73(m, 3H), 4.51 (d. 1H, J0.21 
Hz), 4.32(s, 2H), 4.20(q. 2H, J=7.17 Hz), 3.93(m. 1H), 3.60(m, 1H), 2.27(m. 3H), 1.71(m, 9H), 1.27{t, 
3H. J=7.17 Hz). 
20 TLC(30% EtOAc/Hexanes)= 0.73 

Ethyl 2-{4-t({2-{4-fluorophenyl)>4-t(tetrahydro-2H-pyran-2-yloxy)methvlM,3-thiazol-5- 
vl)methyl)sulfanyn-2-methylphenoxy}propanoate 

^H NMR (CDCy 400MHz 5 7.88{m. 2H), 7.19(d, 1H. J=2.24 Hz), 7.08{m, 3H). 6.54{d, 1H, 
25 J=8.45 Hz), 4.65(m. 3H). 4.44(m, 1H), 4.24(s, 2H), 4.16(q, 2H. J=7.13 Hz), 3.86(m. 1H), 3.53(m. 1H). 
2.21 (s. 3H), 1.66(m. 9H), 1.20(t. 3H, J=7.13 Hz), 

Ethyl {2-ethyM-r({4-r(tetrahydro>2H-pyran-2-yloxy)methyll-2-r4-(triflu^ 
thiazol-5"Vl}methyl)su[fanyllphenoxy}acetate 

30 ^H NMR (CDCia) 400MHz 5 7.98(d, 2H, J=8.24 Hz), 7.64(d. 2H, J=8.24 Hz), 7.20(d, 1H, 

J=2.20 Hz), 7.15(dd. 1H, J=8.42. 2.20 Hz), 6.60(d. 1H. J=8.42 Hz). 4.63(m. 4H). 4.42{d. 1H, J .27 Hz). 
4.24(m, 4H). 3.87(m. 1H). 3.54(m, 1H), 2.64(q. 2H. J=7.51 Hz). 1.66(m. 6H), 1.26(t, 3H, J==7.14 Hz). 
1.15(t.3H.J=7.51 Hz), 

35 Ethyl 2-{2-ethvM4({4-[(tetrahydrO'-2H-pyran-2-yloxy)methyll-244-(trffluoromethyl)pheny 

thlazol-5>vi}methy0sulfanyBphenoxy>propanoate 

^H NMR {CDCI3) 400MHz 5 7.98(d, 2H. J=8.24 Hz). 7.64(d, 2H, J=8.24 Hz). 7.17(d. 1H. 

J=2.38 Hz), 7.11(dd. 1H, J=8.42. 2.38 Hz), 6.56(d, 1H, J==8.42 Hz), 4.71 (q, 1H, J=6.78 Hz). 4.66(t. 1H. 

J=3.39 Hz), ^.60(d, 1H, J .27 Hz). 4.41(d, 1H. J .27 Hz), 4.26(s, 2H). 4.16(q. 2H, J=7.14 Hz). 3.87(m. 
40 1H). 3.54{m, 1H), 2.62(q. 2H. J=7.51 Hz). 1.60(m. 9H). 1.20(t. 3H. J=7.14 Hz), 1.15(t, 3H, J=7.51 Hz), 
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Ethyl {2-propyl-4-[({4-[(tetrahydro-2H"pyran-2"yloxy)methyl]-2"[4"(trifluorom 
thiazoi"5-yl}methyl)sulfanyllphenoxy}acetate 

NMR (CDCI3) 400MHz 5 7.97(d. 2H, J=8.20 Hz), 7.64(d. 2H, J=8.20 Hz), 7.16(m, 2H), 
6.59(d, 1H. J=8.24 Hz), 4.66(m, 1H), 4.61 (m. 3H), 4.43(d, 1H. J .27 Hz), 4.23(m, 4H), 3.88(m, 1H). 
5 3.54(m. 1 H), 2.57(t. 2H. J=7.33 Hz), 1 .68(m. 8H), 1 .26(t. 3H, J=7.14 Hz), 0.88(t, 3H. J=7.33 Hz). 

Ethyl 2-{2-propyl-4-[({4-[(tetrahydro-2H"pyran-2-yloxy)methyll-2"[4*(trifluoromethyl)phenyl] 
thia2oi-5-yl}methyOsulfanyl]phenoxy}propanoate 

^H NMR (CDCI3) 400MHz 5 7.97(d, 2H, J=8.24 Hz). 7.64(d. 2H, J=8.24 Hz). 7.17(d, 1H, 
10 J=2.38 Hz). 7.11(dd. 1H. J=8.42, 2.38 Hz). 6.55(d. 1H. J=8.42 Hz), 4.70(q, 1H. J=6.78 Hz). 4.66(t. 1H. 

J=3.39 Hz). 4.62(d, 1H, J .27 Hz). 4.43(d, 1H, J .27 Hz), 4.25(s, 2H), 4.1 5(q, 2H, J=7.14 Hz), 3.88(m, 
1H). 3.54(m, 1H), 2.56(t. 2H, J=7.33 Hz). 1.60(m, 11H). 1.21(t. 3H. J=7.14 Hz), 0.88(t, 3H, J=7.33 Hz). 

Ethyl {2'lsopropyl-4-[({4"[(tetrahydro-2H-pyran-2-yloxy)methyi>2-r4-(trifluoromethy^ 
15 1,3"thia20l-5-yl}methyl)sulfanyl]phenoxy}acetate 

^H NMR (CDCI3) 400MHz 5 7.98(d. 2H. J=8.24 Hz). 7.64(d, 2H, J=8.24 Hz), 7.20(d, 1H, 
J=2.38 Hz), 7,15(dd. 1H, J=8.42, 2.38 Hz), 6.60(d, 1H, J=8,42 Hz), 4.65(t, 1H. J=3.48 Hz). 4.60(s. 
2H), 4.56(d, 1H, J .09 Hz), 4.38(d. 1H, J .09 Hz). 4.23(m. 4H). 3.87(m, 1H), 3.53(m, 1H). 3.32(m, 1H), 
1.66(m, 6H). 1.26(t, 3H, J=7.14 Hz), 1.15(d, 6H, J=6.96 Hz), 

20 

Ethyl 2^4-[({4-(2-furylmethyl)"2-»[4"(trffluoromethyl)phenyl]-1,34hiazol-5-yl}methyl)sulfany^ 
methylphenoxy}propanoate 

From 5-(chloromethyl)-4-(2-furylmethyI)-2-[4-(trifluoromethyl)phenyl]-1 ,3-thiazole (0.097g, 
0.27 mmol), ethyl 2-{4-[({4-(2-furylmethyl)-2-[4-(trifluoromethyl)phenyl]-1.3-thiazol-5- 
25 yl}methyI)suIfanyl]-2-methylphenoxy}propanoate (0.091 g, 60%) was obtained as a white solid. 

^H NMR (CDCI3): 5 8.00 (d, 2 H), 7.68 (d, 2 H). 7.23 (m, 2 H). 6.62 (m 2 H). 6.30 (s, 1 H). 6.02 
(s, 1 H), 4.76 (q, 1 H), 4.21 (q, 2 H), 4.17 (s, 2 H), 3.98 (s, 2 H), 2.29 (s. 3 H), 1 .63 (s, 3 H), 1 .24 (t, 3 
H); MS /n/z 562 (M+1). 

30 Ethyl 2-{4-[({4>^3-furylmethyl)-2-[4>(trifluoromethyl)phenyl]-1,3>thlazol"5>'yl}met^^^ 

methylphenoxy}propanoate 

From 5-(chloromethyI)-4-(3-furyImethyl)-2-[4-(trlfluoromethyl)phenyl]-1 ,3-thlazole (0.1 72g, 

0.48 mmol), exhyl 2-{4-[{{4-(3-fury)methyl)-2-I4-(trlfluoromethyl)phenyl]-1,3-thia2ol-5- 

yl}methyl)sulfanyl]-2-methylphenoxy}propanoate (0.177g, 65%) was obtained as a white solid. 
35 ^H NMR (CDCI3): 5 8.00 (d, 2 H), 7.70 (d, 2 H), 7.28 (m, 2 H). 7.16. (d. 1 H), 6.61 (m. 2 H). 

6.31 (s, 1 H). 4.78 (q, 1 H). 4.27 (q. 2 H). 4.18 (s. 2 H), 3.68 (s. 2 H). 2.22 (s, 3 H), 1.68 (s. 3 H), 1.30 

(t,3H); MS m/z 578 (M+1). 

Ethyl 2-{4-[({4-(2>thfenylmethyl)-2-r4-(trmuoromethvl)phenyll-1,3-th!azoI-5-yI}methyl)sulfa 
40 methylphenoxy}propanoat 
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From 5-(ch!oromethyl)-4-(3-furylmethyl)-2-[4-(trifIuoromethyl)phenyl]-1 ,3-thiazole (0.1 85g, 
0.50 mmol), ethyl 2-{4-[({4-(2-thienylmethyl)-2-[4-{trifluorome%l)phenyll-1,34hi^^ 
yl}methyl)sulfanyI]-2-methylphenoxy}propanoate (0.21 g. 73%) was obtained as a yellow solid. 

NMR (CDCI3): 5 8.01 (d. 2 H). 7.70 (d. 2 H), 7.20 (s. 1 H). 7.17 (m, 1 H). 6.93 (m. 1 H). 6.80 
(s. 1 H). 6.60 (m. 2 H). 4.74 (q, 1 H), 4.20 (q. 2 H), 4.19 (s. 2 H), 4.17 (s. 2 H), 2.29 (s, 3 H), 1 .67 (s, 3 
H), 1 .30 (t, 3 H); MS miz 578 (M+1 ). 

Ethyl 2-methvl-2--{44({444"(trifluoromethoxy)benzyl]-2-[4"(trifluoromethvl^ 

yl}methyl)sulfanyllphenoxv)propanoate 

From 5-(chloromethyl)-4-[4-(trifluoromethoxy)benzyI]-2-[4-(trifluoromethyl)phenyl]-1,3-thiazole 

(0.1 66g. 0.37 mmol) (prepared as in U1 6097-1 18-2), ethyl 2-methyl-2-{4-[({4-[4- 
(trifluoromethoxy)benzyl]-2-[4-(trifIuoromethyl)phenyI]-1,3-thia20l-5- 
yl}methyl)sulianyI]phenoxy}propanoate (0.21 Og, 87%) was obtained as a white solid. 

MS m/z 656 (M+1); HPLC RT 4.862 (C18 4.2x100mm, 0-100% ACN/H2O (0.1% TFA). 6min 
@ 2mi/min @254/220nm). 

Ethyl 2-methvl-2^4-[({44(4-methyl-24hienyl)methyl>2-I4-(trifluoromethyl)phenyll-1,3-^^ 
yl}methyl)sulfanyi]phenoxy}propanoate 

From 5-(chloromethyI)-4-(2-thienylmethyl)-2-[4-(trifluoromethyl)phenyI]-1 ,3-thiazole (0.062g, 
0.16 mmol), ethyl 2-methyl-2-{4-[({4-[(4-methyl-2-thienyi)methyl]-2-l4-(trifluoromethyOphenyl]-1.3- 
thiazol-5-yl}methyl)sulfanyl]phenoxy}propanoate (0.1 7g, 100%) was obtained as a yellow oil. 

MS m/z 592 (M+1); HPLC RT 4.534 (C18 42x100mm, 0-100% ACN/H2O (0.1% TFA). 6mln 
@ 2ml/min @254/220nm). 

Ethyl {2-methvl'4-[({4-[(4HTiethyl-24hienyl)methyn-2-I4-(trifluoromethyl)phenyl^ 
yl}methyl)sulfanyl]phenoxy}acetate 

From 5-(chloromethyI)-4-(2-thienylmethyl)-2-[4-(trifluoromethyl)phenyl]-1 .3-thlazole (0.062g, 
0.16 mmol), ethyl {2-methyl-4-[({4-[(4-methyl-24hienyl)methyl]-2-[4-(trifluoromethyl)phenyl]-1.3-thi^^ 
5-yl}methyl)sulfanyl]phenoxy}acetate (0.1 3g, 100%) was obtained as a yellow oil. 

MS m/z 578 (M+1); HPLC RT 4.338 (CI 8 4.2x1 00mm, 0-100% ACN/H2O (0.1% TFA). 6min 
@ 2ml/min @254/220nm). 

Ethyl {4-r({4-(2.4Kiifluorobenzyl)-2-[4-(trlfluoromethyl)phenyll-1.3-thiazol-5-^^^ 

2-methylphenoxy}acetate 

From 5-(Ghloromethyl)-4-(2,4-difluorobenzyl)-2-[4-(trlfluoromethyl)phenylh1.3-thiazoIe 
(0.1 39g, 0.34 mmol). ethyl {4-[({4-(2,4.difluorobenzyl)-2-t4-(trifluoromethyl)phenyI]-1.3-thiazol-5- 
yI}methyl)sulfanyl]-2-methy!phenoxy}acetate, (0.1 g. 49%) was obtained as a white solid. 

MS w/z 694 (M+1); HPLC RT 4.337 (CI 8 4.2x1 00mm. 0-100% ACN/HgO (0.1% TFA), 6mln 
@ 2ml/mln @254/220nm). 

Ethyl {4-r({4-(4-methoxybenzy!)-2-[4-(trlfiuoromethynphenyl>1,34h!a2ol-5-yl>met^^^ 
rnethylphenoxy}acetate 
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From 5-(chloromethyl)-4-(4-methoxybenzyl)-2-[4-{trifIuoromethyl)phenyl]-1 ,3-thiazole {0.09g, 
0.4 mmol) (prepared as in U1 7097-1 18-3), ethyl {4'.[({4-(4-methoxybenzyl)-2-[4- 
(trifluoromethyl)phenyl]-1,3-thiazol-5-yl}methyl)sulfanyl]-2-methylphe (0.1 60g, 68%) was 

obtained as a white solid. 

6 MS m/z 588 (M+1); HPLC RT 4.631 (C18 4.2x100mm. 0-100% ACN/H2O (0.1% TFA). 6min 

@ 2ml/min @254/220nm). 

2-MethvM4(f4-r(tetrahydro-2W-pyran-2-ytoxy)methyO-2-[4-(trifluorometh^^ 
5"yl}methvl)sulfanyllphenol 

10 NIVIR (CDCI3) 400MHz 6 7.97(d, 2H, J=8.10 Hz), 7.63(d, 2H. J=8.10 Hz). 7.16(d, 1H, 

J=2.24 Hz). 7.06(dd, 1H, J=8.28, 2.24 Hz), 6.63(d, 1H. J=8.28 Hz), 4.64(t. 1H, J=3.53 Hz), 4.59(d. 1H, 
J .24 Hz), 4.40(d. 1H. J .24 Hz). 4.23(s, 2H). 3,86(m. 1H). 3.53(m, 1H). 2.1 6(s. 3H). 1.66(m, 6H), 

2-[\/lethyl-4-[({4-(4-trifluoromethyl)benzyil-2-[4-(trifluoromethyl)phenyl]-1,3^^ 
15 yl}methvl)sulfanyi]phenol 

From 5-(chloromethyi)-4-[4-(trlfluoromethyl)benzyl]-2-[4-(trifluoromethyl)phenyl]-1 ,3-thiazole 
(0.82g, 0,19 mmol), 2-methyl-4-t({4-(44rlfIuoromethyl)benzyi]-2-[4-(trrfIuoromethyl)phenyI]-1.3-thiazol- 
5-yl}methyl)su!fanyl]phenol (0.021 g, 21%) was obtained as a white solid. 

^H NMR (CDCI3): 5 8.00 (d. 2 H), 7.69 (d, 2 H). 7.52 (d, 2 H), 7.29 (d, 2 H), 7.18 (s. 1 H). 7.16 
20 (d 1 H), 6.70 (d, 1 H). 4.15 (s. 2 H). 4.00 (s. 2 H). 2.20 (s, 3 H); MS m/z 540 (M+1). 

2>Methyl^4^({4^(4-t^if^uoromethoxy)benzyll^2-[4>^trifluoromethyl)phenyl^1,34hla20^ 
yl}methvl)sulfanyl]phenol 

From 5-(chloromethyI)-4-[4-(trlfluoromethoxy)benzyl]-2-[4-(trifluoromethyl)phenyl]-1,3-thlazole 
25 (0.1 47g, 0.33 mmol), 2-methyI-4-[({4-(4-trifluoromethoxy)benzyl]-2-[4-(trifluoromethyl)phenyl]-1 ,3- 
thlazol"5-yl}methyl)sulfanyl]phenol (0.048g, 27%) was obtained as a white solid. 

^H NMR (CDCI3): 5 8.01 (d. 2 H). 7.71 (d. 2H). 7.13 (m. 6 H), 6.69 (d, 1 H). 4.18 (s, 2 H), 3.96 
(s, 2 H). 2.22 (s. 3 H); MS m/z 556 (M+1). 

30 4-[({4^(4-methoxybenzyl)-2-[4'-(trifluoromethyl)phenylM,3-thiazoi-5-yl}methyl)suIfanyl]-2- 
methylphenol 

From 5-(chloromethyi)-4-(4-methoxybenzyl)-2-[4-(trifluoromethyl)pheny!]-1 ,3-thiazole (0.063g. 
0.1 6 mmol), 4-[({4-(4-methoxybenzyl)-2-[4-(trifluoromethyl)phenyl]-1 ,3-thiazol-5-yl}methyl)sulfanyl]-2- 
methylphenol (0.022g. 28%) was obtained as a white solid. 

35 NMR (CDCI3): 5 8.00 (d, 2 H), 7.68 (d. 2 H). 7.19 (s. 1 H), 7.09 (m. 3 H), 6.82 (d, 2 H). 6.70 

(d. 1 H), 4.14 (s. 2 H), 3.90 (s. 2 H), 2.20 (s, 3 H); m m/z 502 (M+1). 

2-MethyN4-[({4-(4-methylsulfanyl)ben2Vll-2-[4-(trifluoromethyl)phenyl]-1,3-thiazol-5- 
yl}methyl)sulfanyi]phenol 
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From 5-(chIoromethyi)-4-[4-(methylsulfanyl)benzyl]-2-[4-(trlfluoromethyl)phenyl]-1,34 
(0.33g, 0.78 mmol). 2-methyI-4-[({4-(4-methylsulfanyl)benzyll-2-[4-(trifluoromethyl)phenyl> ,3-thla2ol- 
5-yl}methy1)sulfanyr|phenol (0.296g, 72%) was obtained as a white solid. 

[\/1S/n/z618{M+1). 

5 

4-[({4-(4>'ferf4>utylben2yl)-2-[4-(trlfluoromethyl)phenyl]"1,3-thlazol-^^^ 
methyiphenoi 

From 4-{4-te/t-butylbenzyl)-5-(Ghlorometliyl)-2-[4-(trifluorometliy!)phenyr|-1 ,3-tliiazole (0.1 51 g, 
0.36 mmol), 4-[({4-(4-fe/f-butylbenzyl)-2-[4-{trlfluoromethyl)phenyl]-1,3-tliiazo!-5-yl}methyl)sul^^^ 
10 methyipfienol (0.1 13g, 60%) was obtained as a white solid, MS m/z 528 (IVI+I ). 

2"Methyll^4^({4■(3^thienyimethyl)■2^4^>(trifluo^omethy^)phenyl^1,3^^^ 
yl}methyl)suifanyl]phenol 

From 5-(cliIoromethyi)-4-(3-tiiienyimetiiyl)-2-[4-(trifiuorometIiyi)piienyI]-1 ,3-tliiazole (0.1 05g. 
15 0.28 mmol), 2-metIiyl-4-[({4-(3-thienylmetliyl)-2-[4-(trifluoromethyl)plienyl]-1 ,3-tliiazol-5- 
yl}methyi)suIfany[]piienoi (0.072g, 54%) was obtained as a yellow oil . MS m/z 478 (M+1). 

Thie following three compounds were also prepared by the same route but were carried on 
without purification: 

20 

Ethyl 2-{2-isopropyl-4-[({4"[(tetrahydro-2H-pyran-2"yloxy)methyll-2«|;4"(trifluoromethyl)ph^^ 
1,3-thtazol-5-yi}methyl)sulfanyl]phenoxy}propanoate 

4"[({4-[(Tetrahydro-2H"pyran-2-yioxy)methyll-244^trifluoromethyl)phenyll-1,3-thiazol-5- 
25 yl}fnethyl)sulfanyl]phenol 

4-[({2"(4>Fluorophenyl)-4-[(tetrahydro>2H-pyran-2-yloxy)methyll-1 ,3"thiazol-5- 
yl}methyl)sulfanyn-2-methyiphenol 

30 

Ethyl 2^2-methyl-44K4-[4-(trlfluoronffethoxy)ben2yl]-2-[4-(trifluoromethyO 
yi}methyl)$ulfanyl]phenoxy}propanoate 

From 2-methyl-4-[({4-(4-trifluoromethoxy)benzyri-2-[4-(trifluoromethyl)phenyl]-1,3-thiazol-5- 
yl}methyl)sulfanyl]phenol (0.1 7g, 0.31 mmol), ethyl 2-{2-methyl-4-[({4-[4-(trifluoromethoxy)benzyl]-2- 
35 [4-(trifluoromethyl)phenyl]-1 ,3-thlazol-5-yl}nnethyl)sulfianyl]phenoxy}propanoate (0. 1 7g, 83%) was 
obtained as a white solid. 

m m/z 656 (M+1 ); HPLC RT 4.553 (C18 4.2x100mm. 0-100% ACN/H2O (0.1% TFA), 6mln 
@ 2ml/mln @254/220nm). 

40 Methyl {2-methyM4({4»[4-(trifluoroniethoxv)benzyi]-2-[4-(trlfluoroniethyl)phenyl]"1,^^^ 
vl)m thyl)sulfanyl]phenoxy}acetate 

From 2-methyl-4-[({4-(4-trifluoromethoxy)benzyr|-2-[4-(trifIuoromethyl)phenyl]-1,3-thla2ol-5. 
y|}methyl)suIfanyl]phenol (0.1 7g, 0.31 mmol), methyl {2-methyl-4-[({4-[4-(trlfluoromethoxy)ben2yll-2-[4- 
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(trifluoromethyl)phenyl]-1,3-thiazol-5-yl}methyl)sulfanyl]phenoxy}acetate (0.1 5g, 80%) was obtained 
as a white solid. MS m/z 628 (M+1); HPLC RT 4.398 (C18 4.2x100mm, 0-100% ACN/HjO (0.1% 
TFA). 6mln @ 2ml/min @254/220nm). 

5 Ethyl 2^2HTiethyl-4-[({4"(3-thienylmethyl)-2-[4-(trifiuoromethyi)phenyi]-1,3-thi 
yl>methyl)sulfanyl]phenoxy}propanoate 

From 2-methyl-4-[({4-(3-thlenylmethyl)-2-[4-(trifluoromethyl)phenyl]-1,3-thia2ol-5- 
yl}methyl)sulfanyl]phenol, ethyl 2-{2-methyl-4-[{{4-(3-thienylmethyl)-2-[4-(trifluoromethyl)phenyl]-1 ,3- 
thlazol-5-yl}methyl)suIfanyl]phenoxy}propanoate (0.225g. 0.47 mmol). (0.255g, 91%) was obtained as 
10 a yellow oil. 

MS m/z 578 (M+1); HPLC RT 4.412 (C18 4.2x100mm. 0-100% ACN/HjO (0.1% TFA). 6min 
@ 2ml/nnin @254/220nm). 

Methyl {2-methyl-4"[({4-(3-thienylnfiethyl)-2-[4-(trifluoromethyl)phenyl]"1,3"thiazol"5- 
15 yl>methyl)sulfanyl]phenoxy}acetate 

From 2-methyl-4-[({4-(3-thienyImethyl)-2-[4-(trifluoromethyl)phenyl]-1,3-thlazol-5- 
yl}methyl)sulfanyl]phenoI, methyl {2-methyl-4-[({4-(3-thienylmethyl)-2-[4-(trifluoromethyl)phenyl]-1 ,3- 
thiazol-5-yI}methyl)sulfanyl]phenoxy}acetate (0.225g, 0.47 mmol), (0.259g, 94%) was obtained as a 
yellow oil. 

20 MS m/z 550 (M+1); HPLC RT 4.243 (C18 4.2x100mm, 0-100% ACN/H2O (0.1% TFA), 6min 

@ 2ml/min @254/220nm). 

Ethyl 2-{4-r({4-(hydroxymethyl)-2'[4-(trlfluoromethyl)phenyB-1,3-thia2ol-5- 
yl}methyl)sulfanyl]phenoxy}-2-methylpropanoate 

25 To a stirred solution of crude ethyl {2-methyl-4-[({4-[(tetrahydro-2H-pyran-2-yloxy)methyl]-2-[4- 

(trifluoromethyl)phenyl]-1 ,34hlazoI-5-yl}methyl)sulfanyl]phenoxy}acetate (1 1 .98g, 20.09mmoles, leq) 
in MeOH (100ml, 0.20M) was added as a solid p-toluenesulfonic acid (800mg, 25mol%) at room 
temperature. The reaction mixture was stirred at room temperature for 3 hours. The MeOH was 
removed in vacuo and the residue was purified by silica gel chromatography (16% EtOAc/Hexanes to 

30 30% EtOAc/Hexanes) to yield 8g (78%) of pure titled alcohol. 

^H NMR (CDCI3) 400MHz 5 7.96(d, 2H. J=8.06 Hz), 7.65(d, 2H, J=8.06 Hz). 7.23(d, 2H, 
J=8.79 Hz), 6.73(d, 2H. J=8.79 Hz), 4.44(s, 2H), 4.17(m, 4H), 2.33(br s. 1H), 1.66(s. 6H), 1.21(t, 3H, 
J=7.14 Hz). 

TLC(30% EtOAc/Hexanes) R, = 0.32 

35 44({4-(Hydroxymethyl)-2-[4-(trifluoromethyI)phenyil-1,34hlazol"5-yl>nfiethyl)suIfanyq 
methylphenol 

NMR (CDCI3) 400MHz 5 7.95(d. 2H. J=7.93 Hz), 7.64(d, 2H, J=7.93 Hz). 7.1 5(d. 1H, 
J=2.07 Hz), 6.98(dd, 1H, J=8.10, 2.07 Hz). 6.62(d, 1H. J=8.10 Hz), 4.39(s, 2H). 4.11(s, 2H). 2.14(s, 
3H). 

40 

Ethyl 2->{4-r({4-^hydroxymethyt)-2-[4-(trifluoromethyHphenylM .3-thiaz l-5-yl}inethyOsulf anYll -2- 
£ropylphenoxy>pr panoate 
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NMR (CDCI3) 400MHz 5 7.97(d. 2H, J=8.06 Hz), 7.66(d, 2H, J=8.06 Hz), 7.13{d. 1H, 
J=2.38 Hz). 7.10(dd. 1H, J=8.24. 2.38 Hz), 6.55(d, 1H. J=8.24 Hz), 4.70(q, 1H, J=6.78 Hz), 4.43(s, 
2H), 4.14(m, 4H), 2.55(t, 2H. J=7.33 Hz). 2.19(br s. 1H), 1.55(m. 5H). 1.21(t, 3H. J=7.14 Hz), 0.85(t. 
3H, J=7.33 Hz), 

Methyl {4-[({4-(hvdroxymethvn-244-(trmuoromethyl)phenvi1-1.^^^ 
isopropvlphenoxy>acetate 

^H NMR (CDCI3) 400MHz 5 7.97(d, 2H, J=8.42 Hz), 7.66(d, 2H, J=8.42 Hz). 7.15(m. 2H). 
6.60(d, 1H. J=8.79 Hz), 4.64(s, 2H). 4.38(s, 2H), 4.15(s. 2H), 3.77(s. 3H), 3.3l(m. 1H), 2.03(br s, 1H). 
1.12{d. 6H, J=6.96 Hz), 

Ethyl 244-[({4-(hvdroxvmethyl)-2-t4.>(trifluoromethyl)phenyl]-13-thto^ 
isopropylphenoxy}propanoate 

^H NMR (CDCI3) 400MHz 5 7.97(d. 2H, J=8,24 Hz), 7.66(d, 2H, J=8.24 Hz), 7.15(d. 1H. 
J=2.38 Hz), 7.11{dd. 1H. J=8.42, 2.38 Hz), 6.56(d. 1H, J=8.42 Hz), 4.73(q, 1H, J=6J8 Hz), 4.38(s, 
2H), 4.14(m,,4H). 3.30(m, 1H), 1.60(d. 3H. J=6.78 Hz), 1.17(m. 9H), 

Ethyl 2-{4-[({4-(hydroxymethvn-2--[4-(trifluoromethyi)phenyll-1,3-thiazol-5-^ 
methyiphenoxy}propanoate 

^H NMR {CDCI3) 300MHz 5 8.00(d. 2H, J=8.23 Hz), 7.69(d, 2H, J=8.23 Hz), 7.22(d, 1H, 
J=2.39 Hz), 7.12(dd, 1H. J=8.23, 2.39 Hz), 6.59(d. 1H. J=8.23 Hz), 4.74(q, 1H. J=6J7 Hz), 4.51(s. 
2H), 4.19(m. 4H), 3.68(br s, 1 H). 2.26(s, 3H), 1 .65(d, 3H, J=6.77 Hz), 1 .26(t, 3H. J=7.17 Hz), 

TLC{50% EtOAc/Hexanes) Rf = 0,40 

The following four compounds were deprolected as above but used without further 
purification: 

Ethyl 2-[4-({r2-f4-fluorophenyl)-4-(hydroxymethyl)-1.34hiazol-5-y nmethvl}sulfanyl)-2- 
methylphenoxvlpropanoate 

Ethyi {2>ethyl-44({4-(hydroxymethyn-2-[4>(trifiuoromethyl)ph envn"1.3-thiazol-5- 
yl}methyl)sulfanyllphenoxy}acetate 

Ethyl 2-{2-ethyi-4»'[({4-(hydroxymethyl)-2-[4»(trifluoromethy»phenylM.3' 'thiazol>5- 
yl}methyi)suifanyllphenoxy}propanoate 

Ethyl {4>[({4-(hvdroxymethyl)-2-[4-(trifluoromethyl)phenytl-1,3-thiazol-5-yl}me thyl)sul^^ 
propylphenoxy}acetate 



Ethyl {rtert-butvl(dlphenyl)s»yHoxy)acetate 
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To a 500ml round-bottom flask equipped with a magnetic stir-bar, N2 inlet was added etiiyl 
giycolate (10g, 96.0mmoles, 1eq) and dry CH2CI2 (200ml. 0.5M). This was followed by the addition of 
triethylamine {40ml, 0.288moles, 3eq) and DMAP (1.17g, 9.6mmoles. 10mol%) followed by the 
dropwise addition of TBDPSCI (27.5ml, 0.106moles, 1.1eq) In dry CHgClg (20ml). The reaction 
5 mixture was allowed to stir at room temperature overnight at which time the reaction mixture was 
diluted with CH2CI2 and washed with 1N HCI, saturated sodium bicarbonate, H2O and dried over 
Na2S04. After filtration the volatiles were removed in vacuo to yield 30g (91%) of titled compound. 

NMR (CDCI3) 300MHz 5 7.69(m. 4H). 7.39(m, 6H). 4.23(s. 2H), 4.14(q. 2H. J=:7.14 Hz), 
1.22(t. 3H, J-7.14 Hz), 1.08(m, 9H), 
10 TLC(20% EtOAc/Hexanes) Rr 0.67 

{[tert-Butyi(diphenyl)silyl]oxy}acetlc acid 

To a stirred solution of ethyl {[tert-butyl(diphenyl)silyl]oxy}acetate (20g. 58.4mmoies, 1eq) In 
THF (100ml, 0.58M) was added 1N NaOH (6ml. 0.117moles, 2eq) and was allowed to stir at room 
15 temperature overnight. The THF was removed in vacuo and the residue was partitioned between 

CH2CI2 and 1 N HCI until a pH of 2 was reached. The phases were separated and the aqueous phase 
was washed twice with CHgClg. The combined organic fractions were dried over Na2S04, filtered and 
concentrated in vacuo to yield 17g (90%) of product. 

NMR (CDCI3) 300MHz 5 7.68(m. 4H). 7.41(m, 6H). 4.22(s. 2H). 1.1 1(s. 9H). 
20 TLC(5% MeOH/CHaCy R,= 0.37 

{[tert-Butyl(diphenyi)silynoxy}acetyl chloride 

In a 500ml round-bottom flask was mixed {[tert-butyl(dlphenyl)s!lyl]oxy}acetic acid (17g. 
54.0mmo!es. leq), thionyl chloride (1 1.7g, 0.162moles, 3eq) and dry CH2CI2 (120ml, 0.45M). This 
25 mixture was refiuxed for 5 hours. After cooling to room temperature the volatiles were removed in 
vacuo. The resulting residue was washed twice with toluene and the toluene was subsequently 
removed in vacuo to remove excess thionyl chloride. This resulted in 18g (100%) of titled compound. 
NMR (CDCI3) 300MHz 6 7.72(m. 4H), 7.44(m. 6H), 4.54(s. 2H). 1.11(m. 9H), 

30 Ethyl 4-{[tert-butyI(diphenyl)silyi]oxy}-3-oxobutanoate 

To a 1-L round-bottom flask equipped with a magnetic stir-bar, addition funnel, low 
temperature thermometer with thermometer adapter and a N2 Inlet was added monoethyl malonate 
(14.53g. 0.11moles, 2eq) in dry THF (150ml, 0.73M) and 20mg of 2,2'-dipyridyl. After cooling the 
reaction mixture to -78°C (dry ice/acetone), n-BuLi (2.5M in Hexanes, 88ml, 0.22moles, 4eq) was 

35 added at a rate to maintain the Internal temperature below -10°C. Once the addition was complete 
the reaction was allowed to warm to -10°C by removal of the cold bath. The reaction remained a light 
pink color; this designates that there was ample amount of n-BuLi to deprotonate the monoethyl 
malonate, (If the color had turned yellow the reaction would have had to have been re-cooled to - 
78^C and additional n-BuLI would have had to have been added followed be re-warming to -lO^C.) At 

40 this point the reaction mixture was cooled to ~78°C followed by the dropwise addition of neat {[tert- 
Butyl(diphenyl)silyl]oxy}acetyl chloride (18g. 54mmoIes, 1eq) over a period of 15 minutes maintaining 
the internal reaction temperature below -60*^0. This was allowed to stir at -78°C for 10 minutes at 
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which point the reaction was transferred to a separatory funnel containing diethyl ether (900ml) and 
1N HCI (450ml). This was agitated and vented until further gas evolution ceased after which the 
phases were separated and the organic phase was washed with saturated sodium bicarbonate, brine 
and dried over Na2S04. This was then filtered, concentrated in vacuo and purified by silica gel 
chromatography (5% EtOAc/Hexanes to 20% EtOAc/Hexanes) to yield 12.2g (60%) of product. 

NMR (CDCI3) 300MHz 8 7.63(m. 4H). 7.41 (m. 6H). 4.19(m. 4H). 3.63(s, 2H). 1.27(t. 3H. 

J=7.14Hz), 1.08(s, 9H), 

TLC(20% EtOAc/Hexanes) Rr 0.53 

The following compounds were made according to W. Wierenga (J.Org.Chem. 1979 vol 44 p 

310): 

Ethyl 4-(4-bromophenvi)"3-oxobutanoate 

^H NMR (CDCI3) 300MHz 5 7.45(d, 2H. J=8.38 Hz), 7.10(d. 2H. J=8.38 Hz), 4.17(q, 2H. 
J=7.14 Hz). 3.79(s, 2H). 3.45(s, 2H). 1.26(t. 3H, J=7.14 Hz), 

Ethyl 3-oxo-4-(2-phenvlethoxy)butanoate 

^H NMR (CDCI3) 300MHz 5 7.26(m. 5H). 4.15(q, 4H, J=7.14 Hz), 3.71(t 2H, J=6.94 Hz), 
3.46(s, 2H), 2.92(t. 2H. J=6.94 Hz), 1.27(t. 3H. J=7.14 Hz), 

Ethyl 3-oxo-6-phenylhexanoate 

^H NMR (CDCI3) 300MHz 5 7.22{m, 5H), 4.1 8(q, 2H, J=7.14 Hz), 3.39(s, 2H), 2.62(t. 2H. 
J=728 Hz). 2.53(t. 2H, J=7.28 Hz). 1.92(m. 2H). 1.25(t, 3H. J=7.14 Hz), 

Ethyl 3-oxO"4-phenylbutanoate 

^H (CDCI3) 300MHz 7.29(m. 5H), 4.18(q. 2H. J=7.14 Hz), 3.83(s, 2H), 3.44(s. 2H), 1.26(t. 3H, 

J=7.14 Hz), 

TLC(20% EtOAc/Hexanes) Rp 0.36 

Ethyl 4-(benzvloxy)"3-oxobutanoate 

^H (GDCI3) 300MHz 7.35(m. 5H). 4.59(s. 2H). 4.16(q. 4H. J=7.14 Hz), 3.53(s, 2H), 1.26(t, 3H. 

J==7.14Hz), 

Ethyl 3"OXO-5"Phenylpentanoate 

^H NMR (CDCI3) 300MHz 7.24(m. 5H). 4.18(q. 2H, J=7.14 Hz). 3.42(s. 2H). 2.90(m. 4H). 
1.27(t, 3H. J=7.14Hz) 

Ethyl 4-{Itert-butyl(diphenyl)silynoxy}-2-chloro'^-oxobutanoate 

To a 100ml round-bottom flask equipped with a magnetic stir43ar and a N2 inlet was added 
ethyl 4-{[tert-butyl(diphenyl)sllyl]oxy}-3-oxobutanoate (4g, 10.4mmoles, 1eq) and dry CH2CI2 (25ml, 
0.42M) at room t mperature. This was followed by the addition of neat sulfuryl chloride (0.833ml. 
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10.4mmo!es, 1eq) and the reaction was allowed to stir overnight at room temperature. After dilution 
with CH2CI2 (50ml) the reaction mixture was treated with saturated sodium bicarbonate until bubbling 
ceased. The phases were separated and the organic fraction was washed with sat. NaHCOsi brine 
and dried over Na2S04. After filtration and concentration in vacuo was yielded 4.2g (96%) of crude 
5 chloride. This crude product was used without purification. 

NMR (CDCig) 4OOMH2 5 7.62(m. 4H), 7.41(m, 6H). 5.26(s, 1H), 4.40(m, 2H). 4.25(m, 2H), 
1.28(t. 3H, J=7.14 Hz), 1.09(s. 9H). 

The following intermediates were made by the same procedure as that used for Ethyl 4-{[tert- 
10 butyl(diphenyl)silyl]oxy}-2-^Ioro-3-oxobutanoate 

Ethyl 4-(benzyloxy)-2-chloro-3-Qxobutanoate 

(CDCI3) SOOiVIHz 5 7.36(m, 5H). 6.10(s, 1H), 4.59{s, 2H), 4.32(s, 2H), 4.23(q. 2H, J=7.23 
Hz). 1.28(t,3H,J=7.14Hz), 

15 

Ethyl 2-chioro-3"Oxo-6-phenylhexanoate 

^H (CDCI3) 300MHz 5 7.23(m, 5H), 475(s, 1H), 4.27(q, 2H. J=7.14 Hz), 2.72(t, 2H, J=7.28 
Hz), 2.63(t, 2H, J=7.28 Hz), 1 .97(m, 2H. J=7.28 Hz), 1.28(t. 3H, J=7.14 Hz). 

20 Ethyl 2-chloro-3-oxo«4-(2^phenylethoxy)butanoate 

^H NI\^R (CDCI3) 300MHz 5 7.25(m, 5H). 5.03(s. 1H). 4.29(m, 2H). 4.24(q, 2H, J=7.14 Hz), 
3.73(t. 2H, J=7.00 Hz). 2.91 (t, 2H. J=7.00 Hz). 1.29(t. 3H. J=7.14 Hz). 

Ethyl 2-chloro-3-oxo-4-phenylbutanoate 

25 ^H (CDCI3) 300MHz 7.29(m, 5H), 4,87(s, 1H). 4.23(m. 2H, J=7.14. 7.00, 7.14. 1.10, 1.24, 

1 .24, 0.82 Hz). 4.02(d, 2H, J=4.53 Hz), 1 .31(t, 3H, J=7.14 Hz), 
TLC(20% EtOAc/Hexanes) Rp 0.51 

Ethyl 2"Chloro-3-oxo-5-phenyipentanoate 
30 ^H (CDCI3) 300MHz 7.25(m, 5H), 4.76(s, 1H), 4.25(q. 2H. J=7.14 Hz), 2.99(m, 4H), 1.31(t, 

3H, J=7.14 Hz), 

TLC(20% EtOAc/Hexanes) Rr 0.46 

Ethyl 4-(4-bromophenyl)-2-chloro-3-oxobutanoate 
35 'H NMR (CDCI3) 300MHz 8 7.48(d. 2H, J=8.51 Hz), 7.10(d. 2H, J=8.51 Hz), 4.84(s. 1H), 

4.25(q. 2H, J=7.14 Hz), 3.97(s, 2H), 1.29(t, 3H. J=7.14 Hz), 
TLC{20% EtOAc/Hexanes) Rr= 0.58 



Ethyl 4-({[tert-butvl(dlphenyl)silylloxy}m thvl)-2-(4-{trlfluoromethyl}phenyl)-1 ,3-thiazole-.5- 
40 carboxylate 
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To a 500ml round-bottom flask equipped with a magnetic stir-bar was mixed etiiyl 4-{[tert- 
butyl(diplienyl)silyl]oxy}-2-chloro-3-oxobutanoate {20.4g, 52.88mmoles, 1eq), 4- 
trifluorometliyltiiiobenzamide (12.2g. 59.5mmoles, 1.1eq), 1,2-dichIoroethane (150ml, 0.44M) and H2O 
(3ml). This mixture was refluxed for 12 hrs. After cooling to room temperature, the reaction mixture 
5 was diluted with CH2CI2 (100ml) and washed with sat. NaHCOg. Once the phases were separated, 
the organic phase was washed with water, brine and dried over Na2S04. This was then filtered, 
concentrated in vacuo and purified via silica gel chromatography (5% EtOAc/Hexanes to 20% 
EtOAc/Hexanes) to yield 20.3g (76%) of the titled compound. 

NMR (CDCI3) 400MHz 6 8.07(d. 2H, J=8.37 Hz), 7.76(m, 4H), 7.71 (d, 2H, J=8.37 Hz). 
10 7.37(m, 6H), 5.24(s, 2H), 4.26(q, 2H, J=7.1 8 Hz), 1 .29(t, 3H. J=7.18 Hz). 1 .1 1 (s, 9H). 
TLC(20% EtOAc/Hexanes) Rf = 0.72 



Ethyl 4-({[tert-butyl(diphenyl)silylloxy}methyl)-2'-phenyM,3-thlazole-5''carboxylate 

Analogous procedure to that used for ethyl 4-({[ferf-butyl(diphenyl)silyl]oxy}methyl)-2-(4- 
15 {trifluoromethyl}phenyI)-1 ,3-thiazole-5-carboxyiate except thiobenzamide is the starting material. 

^H NMR (CDCI3) 400MHz 6 7.98(m, 2H), 7.76(m. 4H), 7.40(m. 9H), 5.21(s. 2H), 4.23(q, 2H. 
J=7.12 Hz), 1 .28(t. 3H, J=7.12 Hz), 1 .08(s, 9H). 
TLC(20% EtOAc/Hexanes) Rf = 0.67 

20 The following intemnediates were made using the same procedure as Etr^yl 4-({[tert- 

butyl(diphenyl)silyl]oxy}methyl)-2-(4-{trifluoromethyl}phenyl)-1,3-thiazole-5-carboxylate: 

Ethyl 2-(4^trifluoromethyl}phenyl)'4-[(2-phenylethoxy)methylI-1,3-thiazole-5"Cart^ 

^H (CDCI3) 300MHz 5 8.1 0(d, 2H, J=8.79 Hz), 7.71 (d, 2H, J=8.79 Hz). 7.23(m. 5H), 5.02(s, 
25 2H). 4.37(q. 2H. J=7.14 Hz), 3.86(t, 2H. J=7.42 Hz). 2.99(t, 2H, J=7.42 Hz). 1 ,41 (t, 3H, J=7.14 Hz), 

Ethyl 2"(4"{trifluoromethyl}phenyl)-4"(3''Phenylpropyl)'-1,3-thfazoie"5-carboxyIate 

^H (CDCI3) 300MHz 5 8.08(d, 2H. J=8.24 Hz), 7.71 (d, 2H, J=8.24 Hz). 7.23(m, 5H), 4.34(q. 
2H. J=:7.14 Hz), 3.25(t, 2H, J=7.69 Hz), 2.71(t, 2H. J=7.69 Hz), 2.13(m, 2H). 1.35(t, 3H. J=7.14 Hz), 

30 

Ethyl 4-[(benzyloxy)methyl]"2-(4"{trifluoromethyl}phenyl)"1,3-thiazole-5-carboxylate 

^H (CDCI3) 300MHz 5 8.12(d, 2H, J=8.79 Hz), 7.72(d. 2H, J=8.79 Hz), 7.35(m. 5H). 5.04(s. 

2H). 4.74(8. 2H), 4.36(q. 2H. J=7.10 Hz), 1 .38(t, 3H, J=7.14 Hz), 
TLC(20% EtOAc/Hexanes) Rp 0.49 

35 

Ethyl 4-(4>bromobenzyO'2-(4-{trffiuoromethyf}phenyi)-1.3-thtazote-5-carboxylate 

^H NMR (CDCI3) 300MHz 5 8.07(d, 2H. J=8.79 Hz), 7.69(d, 2H, J=8.79 Hz). 7,43(d. 2H. 

J=8.51 Hz). 7.28(d. 2H, J=8.51 Hz). 4.51 (s. 2H). 4.38(q, 2H, J=7.14 Hz), 1 .39(t, 3H, J=7.14 Hz), 
TLC(20% EtOAc/Hexanes) Rf= 0.66 

40 

Ethyl 4-(2-phenylethyl)«2H[4-(trifluoromethyi)ph nyl]-1.3»thiazol -5-carboxylate 
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(CDCia) 300MHz 8.10(d, 2H; J=8.79 Hz), 7.72(d, 2H. J=8.79 Hz), 7.24(m. 5H), 4.37(q, 2H, 
J=7.14 Hz), 3.51(m. 2H). 3.10{m. 2H). 1.40(t, 3H. J=7.14 Hz). 
MS(ES*) M+H= 405.99 

5 Ethyl 4-benzyl-2"[4-(trifluoromethyl)phenyl]-1,3-thiazole"5-carboxylate 

(CDCI3) 300IVIHZ 8.08(d, 2H, J=8.79 Hz), 7.70(d, 2H, J=8.79 Hz). 7.42(d, 2H, J=9.61 Hz), 
7.23(m. 3H), 4.58(s, 2H), 4.38(q, 2H, J=7.14 Hz), 1.39(t, 3H, J=7.14 Hz), 
TLC(20% EtOAc/Hexanes) Rr 0.57 
MS(ES*) M+H= 391.9 

10 

{4-({[tert-Butyl(diphenyi)siiylIoxy}methyl)-2"[4-(trif!uoromethyl)phenyll"^ 
yl}methanol 

Analogous reduction as in the synthesis of 4-[(tetrahydro-2H-pyran-2-yloxy)methyl]-2-[4- 
(trifluoromethyl)phenyl]-1,3-thiazol-5-yl}methanol. 

15 NIVIR (CDCI3) 400MHz 5 7.97(d, 2H, J=8.03 Hz). 7.68(m, 6H), 7.41 (m. 6H), 4.97(s. 2H). 

4.84(8, 2H). 1.08(s, 9H). 

[4-({[tert-Butyl(diphenyl)siiylloxy}methyl)"2>phenyM,3-thiazol-5-yl]methanol 

Anafogous reduction as in the synthesis of 4-[(tetrahydro-2H-pyran-2-yloxy)methyl]-2-[4- 
20 {trifluoromethyi)phenyl]-1,3-thlazol-5-yl}methanoL 

^H NMR (CDCI3) 300MHz 5 7.90(m, 2H), 7.75(m, 4H). 7.45(m. 9H), 5.00(s, 2H), 4.86(s, 2H), 
1.13(8, 9H). 

The following compounds were all made by the general alkylation procedure with the 
25 appropriate thiols made above and the alkyi halldes made from either {4-({perf- 

Butyl(dlphenyl)siIyr|oxy}methyl)-2-[4-(trifluoromethyl)phenyl]-1 ,3-thiazol-5-yl}methanol or {4-({[terf- 
Butyl(diphenyl)silyl]oxy}methy!)-2-[4-(trlfluoromethyl)phenyl]-1,3-thiazol-5-yl}methanol via the chlorides 
as described above. 

30 Ethyl [4-({[4-<{[tert-butyl(dlphenvl)silylloxy}methyl)-2«phenyl-1.34hlaz^ 
methylphenoxylacetate 

^H NMR (CDCI3) 400MHz 5 7.85(m, 2H). 7.68(m, 4H), 7.39(m, 9H). 7.1 2(d, 1H, J=2.39 Hz). 
7.03(dd, 1H, J=8.37, 2.39 Hz), 6.50(d, 1H. J=8.37 Hz), 4.61(s, 2H). 4.55(s. 2H). 4.24(q. 2H. J=7.12 
Hz). 4.10(s. 2H). 2.1 8(s, 3H). 1.26(t, 3H, J=7.12 Hz), 1.05(s, 9H). 
35 TLC(20% EtOAc/Hexanes) R, = 0.43 

Ethyl 2^44({4-({[tert-butyl(diphenyl)sltynoxy}methyl)-2-C4^trifluoromethvl)phenyl]-1,3^^^ 
ylTmethyl)sulfanyll-2-methylphenoxy}propanoate 

^H NMR (CDCI3) 400MHz 6 7.94(d. 2H. J=8.20 Hz), 7.67(m. 6H). 7.39(m. 6H), 7.1 1(d. 1H. 
40 J=2.39 Hz). 7.00(dd, 1H, J=8.37, 2.39 Hz), 6.49(d, 1H, J=8.37 Hz), 4.65(m, 2H). 4.17{q, 2H, J=7.18 
Hz), 4.09(s, 2H). 2.17(s. 3H), 1.60(d. 3H. J=6.84 Hz). 1.21 (t, 3H. J=7.18 Hz), 1.05(s, 9H). 
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TLC(20% EtOAc/Hexanes) Rf = 0.57 

Ethyl 244-({[4-({[tert-butyl(diphenyl)silylloxy}methyl)-2-phenyl-1,3-thiazol-5-yilm e 
2-methviphenoxy]propanoate 
5 NMR (CDCI3) 400MHz 5 7.85(m, 2H), 7.68(m, 4H). 7.38{m. 9H), 7.1 1 (d, 1 H, J=2.39 Hz). 

6.99(dd. 1H. J=8.55, 2.39 Hz), 6.49(d, 1H. J=8.55 Hz). 4.64(m. 3H), 4.16{q. 2H, J=7.12 Hz). 4.07(s. 
2H), 2.1 7(s, 3H), 1 .59(d, 3H, J=6.84 Hz), 1.20(t, 3H. J=7.12 Hz). 1.05(m, 9H). 
Tl.C(20% EtOAc/Hexanes) Rf = 0.48 

10 Ethyl {44({3-({rtert-butyl(diphenvnsilyl]oxy}methyl)-5-[44trifluorom 
thienyl}methyl)sulfanvl]-2-methylphenoxy}acetate 

^H NMR (CDCI3) 400MHz 6 7.94(d. 2H, J=8.20 Hz), 7.66(m. 6H), 7.38(m, 6H), 7.1 1(d, 1H, 
J=2.22 Hz), 7.03{dd, 1H, J=8.37, 2.22 Hz), 6.50{d. 1H, J=8.37 Hz). 4.63(s. 2H), 4.56(s, 2H), 4.23(q. 
2H. J=7.12 Hz). 4.10(5. 2H), 2.18(s. 3H). 1.27(t. 3H. J=7.12 Hz). 1.04(s. 9H). 
1 5 TLC(20% EtOAc/Hexanes) R, = 0.50 

Ethyl r4-({[4-(hydroxvmethyl)"2-(4-{trifluoromethyQphenyn-1.3-thiazol-5-vnmethyl}sulfany^^^^ 
methylphenoxvlacetate 

^H NMR (CDCI3) 300MHz 5 7.97{d. 2H. J=8.23 Hz), 7.67(d. 2H, J=8.23 Hz), 7.22(d. 1H, 
20 J=2.39 Hz), 7.14(dd. 1H. J=8.23, 2.39 Hz), 6.61{d, 1H, J=8.23 Hz). 4.63(s, 2H), 4.50(s. 2H). 4.26(q. 
2H. J=7.17 Hz), 4.18(8. 2H). 2.83(s. 1H). 2.25(s. 3H). 1.29(t, 3H. J=7.17 Hz). 
TLC(50% EtOAc/Hexanes) Rp 0.51 

(4-Bromophenynacetyl chloride 

25 To a stirred solution of 4-bromophenylacetic acid (lOg, 46.5mmoles, 1eq) in dry CH2CI2 

(100ml. 0.47M) was added thionyl chloride (20.2ml. 0.280moles, 6eq) and refluxed for 36 hours. After 
cooling to room temperature the reaction was concentrated in vacuo to yield 10.86g (100%) of acid 
chloride. 

^H (CDCI3) 300MHz 5 7.50(d. 2H. J=8.38 Hz). 7,14(d. 2H. J=8.38 Hz), 4.09(s, 2H), 

30 

4-Phenvlbutanoyl chloride 

^H NMR (CDCI3) 300MHz 8 7.25(m. 5H). 2.90(t. 2H. J=7.28 Hz), 2.69(t, 2H, J=:7.28 Hz). 
2.05(m, 2H), 

35 (2-Phenylethoxy)acetyl chloride 

^H NMR (CDCI3) 300MHz 5 7.26(m. 5H). 4.39(s, 2H), 3.80(t. 2H. J=6.94 Hz), 2.93(t. 2H. 
J=6.94 Hz) 



40 



[4"([1 ,1'-Biphenyll-4-ylmethyi)-2-(4-{trifluoromethyl}phenvl)-1 ,3-'thiazol-5-yl]m thanol 

To a stirred solution of [4-(4-Bromobenzyl)-2-(4-{trifluoromethyl}phenyl)-1,3-thiazol-5- 
y|]methanol (0.33g. 0.78mmoles, leq) in dry 1.2-dimethoxyethane (5ml. 0.16M) was added 
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tetrakis(triphenyIphosphino) palladium I (0,45g. 0.39mmoles, 0.5eq) and stirred for 5 minutes at room 
temperature. Phenylborcnic acid (0.143g, 1 .2mmoles, 1 .5eq) was then added followed by the addition 
of sodium carbonate (2M aqueous solution, 2.3ml, 4.68mmoles, 6eq). The reaction mixture was 
heated at 100 degrees centigrade for 13 hours at which point, after cooling to room temperature, the 
5 reaction was partitioned between EtOAc and water. After separation of the phases the organic phase 
was washed with brine, dried over anhydrous sodium sulfate, filtered, concentrated In vacuo to yield 
after purification by silica gel chromatography (CH2CI2 to 2% MeOH/CHzCls) 268mg (80%) of product, 

NMR (CDCI3) 400MHz 5 8.03(d, 2H, J=8,20 Hz), 7.67(d. 2H, J=8.20 Hz), 7.54(m, 4H). 
7.36(m, 6H). 4.85(s, 2H), 4.22{s, 2H), 

10 

The following Intermediate was prepared In using the same procedure: 

{2"(4-{trifluoromethyl}phenyl)-4-[4-(3>»thienyObenzvll-1,3-thiazol-5-yl}methanol 

^H NIVIR (CDCI3) 400MHz 5 8.03{d. 2H, J=8.20 Hz), 7.67(d, 2H, J=8.20 Hz), 7.52(d, 2H, 
15 J=8.37 Hz), 7.35(m, 5H), 4.84(s, 2H), 4.20(s. 2H), 

The following componds were made by the same prcedure for phenol alkylation. 

Ethyl {2-methy^4^({4-[(tetrahydro^2H^pyran-2-yloxy)methyl^2^4■(trffluoromethvl)pher^yl]^1.3- 
20 thia2ol-5-yl}methyl)sulfanyllphenoxy}acetate 

To a 250ml round-bottom flask equipped with a magnetic stir-bar and N2 inlet was added 5- 
(chloromethyl)-4-[{tetrahydro-2H-pyran-2-yloxy)methyl]-2-[4-{trlfluoromethyI)phenyl]-1,3-^ 
(7.87g, 20.09mmoles, 1eq) and dry CH3CN (100ml, 0.27M). Solid cesium carbonate (16.4g, 
50.22mmoles, 2.5eq) was added all at once followed by the quick addition of ethyl 2-methyI-2-(4- 

25 sulfanylphenoxy)propanoate (5.79g, 24.1 Immoles, 1 .2eq) in dry CH3CN (10ml). The reaction was 
allowed to stir at room temperature for 2 hours at which point the solvent was removed under reduced 
pressure. The resulting residue was partitioned between EtOAc and 1 N NaOH. After the phases 
were separated the organic fraction was washed with H2O, brine and dried over Na2S04. After 
filtration the volatiles were removed in vacuo to yield the titled compound in >100% yield. Because of 

30 the difficult separation between the thiophenol and the product, the crude product was carried forward 
without purification. 

4-[({4-(Bromomethyi)>2>[4>-<trifluoromethyl)phenyll>1,34hia2ol^--yl}methyl)sulfanyll-2- 
methylpheno! 

35 NMR (CDCI3) 400MHz 6 8.01(d, 2H. J=8.10 Hz). 7.68(d, 2H, J=8.10 Hz), 7.17(d, 1H, 

J=2.41 Hz), 7.08(dd, 1H. J=8.10, 2.41 Hz), 6.67(d, 1 H, J=8.10 Hz), 4.63(s, 2H). 4.14(s, 2H), 

Ethyl 2-{4-r({4-{[4-(4-methoxyphenyl)-1».piperaz!nyl]methyl}-2-[4-(trifluoromethyl)phenyll-l.3- 
thfazol-5-yi}methyllsulfanvOphenoxv}-2-methyrpropanoate 

40 To a 500ml 3-neck round-bottom flask equipped with a magnetic stir-bar, low temperature 

themriometer with thermometer adapter, addition funnel and inlet was added ethyl 2-{4-[({4- 
(hydroxymethyl)-2-[4-(trifluoromethyl)phenyl]-1.3-thiazol-5-yl}methyl)sulfanyl]phenoxy}-2- 
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methylpropanoate (16g, 31 .28mmoles. 1eq) and dry CH2CI2 (120ml, 0.26M) and cooled to 0°C. 
Methanesulfonyl chloride (2.91ml. 37.54mmoles, 1.2eq) was added neat all at once. Triethylamine 
(6.6ml, 46.92mmoles, 1.5eq) was added dropwise over 20 minutes maintaining the internal 
temperature below 5^C and was stin-ed at 0*»C for 30 minutes. The reaction mixture was transferred to 
a separatory funnel and washed with H2O, brine and the organic fraction was dried over Na2S04. 
After filtration the solvent was removed under reduced pressure to yield the corresponding mesylate in 
quantitative yield. Because of the unstable nature of the mesylate, the product was not characterized 
and was progressed onto the next stage without purification. 

To the crude mesylate dissolved in dry THF (200ml, 0.1 6M) was added 4-methoxyphenyl 
piperazins (13g, 62.56mmoIes, 2eq) and the reaction mixture was refluxed for.f hours. After cooling 
to room temperature the solvent was removed in vacuo to yield a yellow solid residue. The residue 
was washed with a minimal amount of EtOAc and filtered through Celite to remove the 4- 
methoxyphenyl piperazlne hydrochloride salt. The EtOAc was removed in vacuo and the resulting 
solid was filtered through a "plug" of silica gel using 30% EtOAc/Hexanes to yield 20.37g (95%)of a 
light-yellow solid. 

NMR (CDCI3) 400MHz 5 7.96(d, 2H, J=8.24 Hz), 7.63(d, 2H, J=8.24 Hz), 7.27(d, 2H, 
J=8.79 Hz). 6.87(d. 2H, J=9.16 Hz), 6.80(d. 2H. J=9.16 Hz). 6.74(d. 2H, J=8 .79 Hz), 4.32(s. 2H). 
4.17(q, 2H, J=7.14 Hz), 3.73(s. 3H), 3.56(s, 2H), 3.06(brs. 4H). 2.59(br s. 4H). 1.55(s, 6H), 1.21(t, 3H, 
J=7.14 Hz). 

HPLC (C-18. 3^m) 0%-95% Acetonitrile/Water over 8 minutes Ri= 6.06minutes 
The follow intermediates were made using the same alkylation conditions: 

44({4-{[4-(4-Methoxyphenvl)-1"Piperazinvnmethyl}"2-[4-(trifluoromethyl)phenyU 
vl}methvl)sulfanvll-2-methvlphenol 

^H NMR (CDCI3) 400MHz 5 7.94(d, 2H, J=8.10 Hz), 7.64(d, 2H. J=8.10 Hz), 7.16(d. 1H, 
J=2.07 Hz). 7.07(dd, 1H. J=8.10, 2.07 Hz). 6.86(m, 2H), 6.80(d. 2H. J=8.97 Hz), 6.66{d. 1H, J=8.10 
Hz). 4.27(s. 2H). 3.73(s, 3H), 3.59(s. 2H), 3.15(br s. 4H). 2.67(br s. 4H). 2.16(s. 3H). 

Ethyl [2>methvI-4-({[2-(4-{trifluoromethyl}phenYl)4-(4-morpholinylmethyl)"1,3-thiazol'-5- 
yllmethyDsulfanyDphenoxylacetate 

^H NMR (CDCI3) 300MHz 5 8.02(d. 2H, J=8.23 Hz), 7.69(d, 2H. J=8.23 Hz), 7.27(m, 1H). 
7.17(dd. 1H. J=8.23, 2.39 Hz), 6.62(d, 1H, J=8.23 Hz), 4.64(s, 2H), 4.36(s, 2H), 4.25(q, 2H, J=7.17 
Hz). 3.72(t. 4H, J=4.51 Hz). 3.53(s, 2H), 2.48(t. 4H, J=4.51 Hz). 2.27(s, 3H), 1.32(t. 3H, J=7.17 Hz), 

TLC(50% EtOAc/Hexanes) Rr 0.26 

Ethyl [4>({[4-r(4-benzyl"1 >plperazlnyl)methyn-2-(4-(trifluoromethyl}phenyl)-1 ,3-thiazoi-5- 
vllmethyl>sulfanyl)''2-methylphenoxylacetate 

^H NMR (CDCI3) 300MHz 8 8.02(d. 2H, J=8.76 Hz), 7.68(d. 2H. J=8.76 Hz). 7.31 (m. 6H). 
7.16(dd. 1H. J=8.49, 2.39 Hz). 6.62(d. 1H. J=8.49 Hz), 4.63(s. 2H). 4.35(s. 2H). 4.27(q. 2H. J=7.17 
HZ). 3.54(m, 4H). 2.51(br s, 8H). 2.27(s, 3H). 1.32(t, 3H. J=7.17 Hz). 
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TLC(50% EtOAc/Hexanes)=0.19 

Ethyl 2-(4-r({4-{r4-(4-methoxyphenyl)-1 >piperaziny IImethyl>"2-[4"(trifluoromethyl)phenyll--1 ,3- 
thiazol'5>yl}methyl)sulfanyn-2"methylphenoxy}propanoate 

5 NMR (CDCI3) 400MHz .57.99(d, 2H, J=8.20 Hz). 7.66{d, 2H. J=8.20 Hz), 7.23(d, 1 H. J=2.39 

Hz), 7.13(dd, 1H. J=8.37, 2.39 Hz). 6.89(d, 2H. J=9.23 Hz). 6.83(d. 2H. J=9.23 Hz). 6.57(d, 1H, 
J=8.37 Hz), 4.70(q, 1H, J=6.84 Hz), 4.34(s, 2H), 4.17(q, 2H, J=7.18 Hz), 3.76(s, 3H), 3.58(s, 2H). 
3.09(m. 4H). 2.63(m, 4H), 2.24(s. 3H). 1.62(d. 3H, J=6.84 Hz). 1.21(t. 3H, J=7.18 Hz). 
TLC(30% EtOAc/Hexanes)= 0.29 

10 

Ethyl {2-methyi-4-[({2"(4-{trifluoromethyl}phenyl)-4-[(4'phenyl-1-plpera2inyl)methy11-1.^^ 
5-yl}methyl)sulfanyl]phenoxy}acetate 

^H NMR (CDCI3) 300MHz 5 8.04{d, 2H. J=8.23 Hz), 7J0(d, 2H, J=8.23 Hz), 7.29(m. 3H), 
7.21 (dd, 1H, J=8.23, 2.39 Hz), 6.92(m, 3H), 6.63(d. 1H, J=8.23 Hz), 4.64(s, 2H), 4.38(s. 2H), 4.27(q, 
15 2H, J=7.17 Hz). 3.63(s. 2H), 3.21(m. 4H). 2.66(m. 4H). 2.28(s, 3H), 1.32(t. 3H, J=7.17 Hz). 
TLC(50% EtOAc/Hexanes) = 0.52 

Ethyl 4'-{[5-({I4-(2-ethoxy-2-oxoethoxy)-3-methylphenyllsulfanyl}methyl)-2'( 4- 
{trifluoromethyl}phenyl)"1,34hiazol-4-yl]methyl}-1-piperazinecarboxylate 

20 ^H NMR (CDCI3) 300MHz 5 7.99(d, 2H, J=8.23 Hz), 7.68(d, 2H. J=8.23 Hz). 7.25(m, 1 H), 

7.17(dd, 1H. J=8.49, 2.12 Hz), 6.61 (d, 1H, J=8.49 Hz). 4.64(s, 2H), 4.28(m. 4H), 4.14(1, 2H, J=7.17 
Hz). 3.50(m, 6H). 2.44(br s. 4H), 2.26(s, 3H), 1 .29(t. 3H. J=7.17 Hz). 
TLC(50% EtOAc/Hexanes) Rf = 0.17 

25 Ethyl {2-methyM-[({2"(4''{trifluoromethyl}phenyl)^-[(4-phenyl-1"piperidlnyl)methyll-1,34h 

5"yl}methyl)sulfanyllphenoxy}acetate 

^H NMR (CDCy 300MHz 5 8.04(d, 2H, J=8.23 Hz). 7.70(d, 2H, J=8.23 Hz), 7.27(m, 7H). 

6.64(d. 1H. J=8.49 Hz), 4.64(s. 2H), 4.41 (s, 2H). 4.28(q. 2H. J=7.17 Hz). 3.60(s, 2H). 3.02(m. 2H). 

2.53(m, 1H). 2.30(s, 3H), 2.1 8(m, 2H), 1.84(m, 4H), 1.32(t, 3H, J=7.17 Hz), 
30 TLC(50% EtOAc/Hexanes) R, = 0.48 

Ethyl {2HTiethvl-4-[({2-(4-{trifluoromethyl)phenyl)-4-[(4-methyM-piperidinyl)methyl]-1^ 
5-yl}methyl)sulfanyOphenoxy}acetate 

^H NMR (CDCI3) 300MHz 5 8.02(d, 2H. J=8.23 Hz), 7.68(d, 2H, J=8.23 Hz), 7.28(d, 1 H. 
35 J=2.39 Hz), 7.19(dd, 1H. J=8.49, 2.39 Hz), 6.62(d, 1H, J=8.49 Hz), 4.64(s, 2H), 4.38(s. 2H), 4.28(q. 
2H. J=7.17 Hz), 3.51 (s. 2H), 2.84(m, 4H). 2.28(s. 3H), 2.02{m, 4H). 1.61(m. 4H). 1.30(m, 8H). 0.94(d, 
3H,J=6.11 Hz). 

TLC(50% EtOAc/Hexanes) R, = 0.36 

40 Ethyl (2-methyl>4-{[(2-(4-{trifluoromethYl>phenyl)-4-{[4-(2-m thylph nyl)-1"Piperazinyl]methyl>" 
1.3-thiaz l"5-'yl)methyllsuifanyl}ph noxv)acetate 
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(CDCI3) 400MHz 5 7.99(d, 2H, J=8.20 Hz), 7.66(d, 2H. J=8.20 Hz), 7.25(m. 1 H), 7.16(m, 
3H), 6.98(m. 2H). 6.60(d. 1H. J=8.55 Hz), 4.60(s, 2H), 4.37(s. 2H), 4.23(q, 2H, J=7.12 Hz). 3.59(s. 
2H). 2.93(s, 4H). 2.63(s. 4H). 2.29(s. 3H), 2.24(s. 3H), 1.27(t. 5H, J=7.12 Hz), 
TLC(50% EtOAc/Hexanes) R, = 0.73 

5 

Ethyl r4-({[4-{r4-(4-methoxyphenyl)-1 -plperazinyllmethyl}-2-(4-{trifluoromethyl}phenyl)-1 ,3- 
thiazol-5-yllmethyl}sulfanyl)-2-methylphenoxy]acetate 

(CDCI3) 400MHz 5 7.99(d. 2H. J=8.20 Hz), 7.65(d. 2H. J=8;20 Hz), 7.24{dd. 1H, J=2.39 
Hz). 7.16(dd. 1H. J=8.37. 2.39 Hz). 6.84(m. 4H). 6.58(d. 1H, J=8.37 Hz). 4.59(s. 2H). 4.33(s. 2H). 
10 4.23(q. 2H. J=7.1 8 Hz). 3.75(s, 3H). 3.57(s. 2H). 3.07(m, 4H). 2.62(s. 4H), 2.24(s. 3H), 1 .27(t, 3H. 
J=7.18 Hz), 

TLC(50% EtOAc/Hexanes) R, = 0.44 

Hhvl(2-methvl-4-^[(2-(4^trmuoromethvl}phenvl).44r4-(3-methYlphBnvn- 1-piperazinvl1met^^ 
15 1,3-thiazol-5-yl)niethyl]sulfanyl}phenoxy)acetate 

^H (CDCI3) 400MHz 8 7.99(d. 2H, J=8.20 Hz), 7.66(d, 2H. J=8.20 Hz), 7.24{m, 1H), 7.14(m, 
2H), 6.70(s. 3H), 6.59(d. 1H. J=8.55 Hz), 4.60(s, 2H). 4.33(s, 2H). 4.23{q. 2H. J=7.12 Hz). 3.57(s, 2H), 
3.16(br s, 4H), 2.62(br s, 4H). 2.30(s. 3H), 2.24(s, 3H). 1 .26(t. 3H, J=7.12 Hz), 

TLC(50% EtOAc/Hexanes) R, = 0.64 

20 

Ethyl (2-methyl-4-{[(2-(4-{trifluoromethyl}phenyl)-4-{[4-(4-methylphenyl)-1-piperazinyl]methyl}- 
1.3-thiazol-5-yl)inethyllsulfanyl}phenoxy)acetate 

^H (CDCy 400MHz 8 7.99(d, 2H, J=8.20 Hz), 7.65(d, 2H, J=8.20 Hz), 7.24(d, 1H, J=2.39 

Hz). 7.15(dd, 1H, J=8.37, 2.39 Hz), 7.04(d, 2H, J=8.55 Hz), 6.82(d, 2H, J=8.55 Hz), 6.58(d, 1H, 
25 J=8.37 Hz), 4.60(s, 2H), 4.32(s, 2H), 4.23(q, 2H, J=7.12 Hz), 3.57(s. 2H), 3.10(s, 4H), 2.60(s, 4H). 
2.26(s. 3H). 2.23(s. 3H), 1.26(t, 3H. J=7.12 Hz), 
TLC(50% EtOAc/Hexanes) R, = 0.64 

Ethyl [4-({[4-{I4-(2-f uroyl)-1 •piperazinyl]methyl}-2-(4-{trifluoroniethyl>phenyl)-1 ,3-thiazol-5- 
30 vl]methyl}sulfanyl)-2-methylphenoxylacetate 

^H (CDCI3) 400MHz 8 7.98(d, 2H. J=8.20 Hz). 7.65(d. 2H. J=8.20 Hz). 7.46(m. 1H), 7.22(d. 

1H. J=2.39 Hz), 7.13(dd. 1H, J=8.37, 2.39 Hz), 6.96{d. 1H, J=3.42 Hz). 6.59(d, 1H, J=8.37 Hz). 

6.46(m, 1H), 4.62(8, 2H), 4.29(s, 2H), 4.21 (q, 2H, J=7.12 Hz). 3.80(s, 4H). 3.50(s. 2H). 2.53(s, 4H). 

2.23{s. 3H). 1 .26(t. 3H. J=7.18 Hz). 
35 TLC(50% EtOAc/Hexanes) R, = 0.06 

Ethyl (2-methyl-4-{r(2-(4-(trlf luoromethyl}phenvl)-4-{[4-(2-PYridlnyn-1 -piperazinyllmethylM .3- 
thlazol-5-yl)methyllsulfanyl}phenoxy)acetate 

'H (CDCI3) 400MHz 8 8.16(m. 1 H). 7.98(d, 2H. J=8.20 Hz), 7.63(d, 2H. J=8.20 Hz). 7.45(s, 
40 1 H). 7.25(d. 1 H, J=2.22 Hz). 7.1 5(dd, 1 H, J=8.37. 222 Hz), 6.56(m. 3H). 4.60(.s. 2H). 4.33(s, 2H). 
4.21(q, 2H, J=7.12 Hz), 3.53(m, 6H), 2.57(s, 4H), 2.23(s, 3H), 1.27(t, 3H, J=7.12 Hz), 
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TLC(50% EtOAc/Hexanes) Rr= 0.25 

Ethyl [4-({[4-{[4-(4-chlorobenzyl)-1-pipera2inyl]methyl}-2-(4*{trifiuoromethy 
5-ynmethyl}suifanyi)-2-nriethyiphenoxy]acetate 

5 (CDCI3) 400MHz 5 7.96(d, 2H. J=8.20 Hz), 7.64(d. 2H. J=8.20 Hz). 7.25(m. 5H), 7.1 3(dd, 

1H, J=8.37. 2.39 Hz), 6.58(d, 1H. J=8.37 Hz). 4.59{s, 2H), 4.31 (s, 2H). 4.22(q;2H. J=7.18 Hz). 
3.52(s, 2H). 3.42(s, 2H), 2.48(br s. 8H), 2.20(s, 3H). 1.26(t. 3H. J=7.18 Hz). 
TLC(50% EtOAc/Hexanes) R, = 0.23 

10 Ethyl [4-({[4-{[4>-(4-acety Ipheny 0-1 -pipera2inyllmethyl}-2-(4-{trifluoromethyl}phenyl)-1 .S-thiazol- 
5-yllmethyl}sulfanyl)-2-methylphenoxy]acetate 

^H (CDCI3) 400MHz 5 7.98(d. 2H, J=8.20 Hz). 7.85(d, 2H. J=9.06 Hz), 7.66(d, 2H, J=8.20 
Hz). 7.24(d. 1H. J=2.39 Hz). 7.16(dd, 1H, J=8.20, 2.39 Hz). 6.84(d. 2H. J=9.06 Hz), 6.58(d. 1H. 
J=8.20 Hz). 4.61 (s. 2H). 4.31 (s. 2H), 4.22{q. 2H. J=7.18 Hz). 3.58(s, 2H), 3.33(br s. 4H), 2.60(br s, 
15 4H). 2.50(m, 3H), 2.24(s, 3H), 1 .27(t, 3H, J=7.1 8 Hz). 
TLC(50% EtOAc/Hexanes) R, = 0.23 

Ethyl [4-({[4-{[4-(2-hydroxyethyl)-1-piperazinyllmethyl}-2-(4-{trifluoromethyl}phenyl)-1,34hiazoh 
5-yl]methyl}sulfanyl)''2'-methylphenoxylacetate 

20 ^H (CDCI3) 400MHz 5 7.97(d, 2H, J=8.20 Hz), 7.64{d. 2H. J=8.20 Hz), 7.23(d, 1H, J=2.22 

Hz). 7.14(dd, 1 H, J=8.37. 2.22 Hz). 6.58(d, 1 H. J=8.37 Hz), 4.60(s, 2H), 4.30{s. 2H), 4.22(q, 2H. 
J=7.12 Hz), 3.60(m, 2H). 3.50(s. 2H). 2.94(s, 1 H). 2.53(m. 10H). 2.23(s. 3H). 1 .26(t, 3H, J=7.12 Hz), 

Ethyl (2-methyl-4^[(2-(4^trifluoromethyl}phenyl)-4-^[(3-pyridinylmethyl)aminolme^^^ 
25 thiazol-5"yl)methyI]sulfanyl}phenoxy)acetate 

^H (CDCy 400MHz 5 8.55(m, 1H). 8.50(m, 1H), 7.98(d. 2H, J=8.20 Hz). 7.71 (m, 1H), 7.65(m. 
2H), 7.24(m, 1H). 7.17(m, 1H), 7.10(m, 1H), 6.55{d, 1H. J=8.37 Hz). 4.58(s, 2H). 4.22(q. 2H, J=7.12 
Hz), 4.12(s. 2H). 3.77(s. 2H), 3.63(s, 2H). 2.64(br s. 1H), 2.21{s. 3H), 1,27(t, 3H, J=7.12 Hz), 

30 Ethyl (4-{[(4K[4-(4"methoxyphenyl)-1-piperazinyl]methyl}-2-phenyl"1.3-thlazol-5« 
yl)methyl]sulfanyl}-2*methylphenoxy)acetate 

^H NMR (CDCI3) 400MHz .67.88(m, 2H). 7.40(m, 3H), 7.25(d, 1H. J=2.39 Hz), 7.17{dd. 1H, 
J=8.37, 2.39 Hz), 6.89(d, 2H, J=9.06 Hz), 6.81 (d, 2H, J=9.06 Hz). 6,58(d, 1H. J=8.37 Hz). 4.59(s, 2H), 
4.32(s. 2H). 4.23(q. 2H, J=7.12 Hz), 3.74(s, 3H), 3.66(s. 2H), 3.06(m. 4H), 2.62(m, 4H), 2,24(s, 3H), 
35 1.27(t.3H, J=7.12Hz). 

Ethyl 2-(4-{[(4-{r4-(4-methoxyphenyl)-1 ■piperazinyllmethyl}-2-phenvM .3-thlazol-5- 
y|)inethyl]sulfanyl}-2-methylphenoxy)propanoate 

^H NMR (CDCI3) 400MHz 57.88(m. 2H). 7.40(m. 3H), 7.25(d, 1H, J=2.39 Hz). 7.14(dd, 1H, 
40 J=8.37. 2,39 Hz), 6.89(d, 2H, J=9.40 Hz). 6.82(d. 2H, J=9.40 Hz), 6.57{d. 1 H, J=8.37 Hz), 4.70(q, 1 H, 
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J=6.84 Hz). 4.32(s. 2H). 4.17(q, 2H. J=7.18 Hz), 3.76(s. 3H), 3.56(8. 2H), 3.08(m. 4H), 2.63(m, 4H). 
2.23(m. 3H). 1.61(d. 3H. J=6.84 Hz). 1.25{t, 3H. J=7.18 Hz), 

Ethyl {2-methvM-[({2-(4-{trifluoromethyftphenvl)-4-[(pentvlamino) methvl1-1.34hiazol-5- 
yl}m9thyl)sulfanvilphenoxy>acetate 

(CDCy 400MHz 5 7.97(d. 2H. J=8.20 Hz), 7.65(d, 2H, J=8.20 Hz). 7.20{d, 1H, J=2.39 
Hz), 7.12(dd, 1 H. J=8.37, 2.39 Hz), 6.58(d. 1 H, J=8.37 Hz). 4.60(s, 2H), 4.23(q. 2H. J=7.18 Hz). 
4.1 8(s, 2H). 3.64(s. 2H). 2.58(t, 2H. J=6.92 Hz), 2.22(s. 3H), 1.50(m. 2H), 1.28(m, 7H). 0.87(t. 3H, 
J=6.92 Hz), 

Ethyl 2-{4-[(f 4-{r4-(4-hydroxvphenvl)-1 -piperazinvnmethvH-2-[4-(tr if luoromethyl)phenyll-1 ,3- 
thiazol-5-yl}methyl)sulfanyl]-2-methylphenoxy>propanoate 

^H NMR (CDCy 300MHz 8 8.08(d. 2H. J=8.28 Hz). 7.75(d. 2H. J=8.28 Hz). 7.27(d. 1H, 
J=2.21 Hz;, 7,17(dd. 1H, J=8.28. 2.21 Hz). 6.87(d. 2H. J=8.83 Hz), 6.73(d. 2H. J=8.83 Hz). 6.66{d, 
1H, J=8.28 Hz), 4.83(q, 1H, J=6.81 Hz), 4.34(s, 2H), 4.15(q. 2H, J=7.08 Hz), 3.47(s. 2H). 3.00(t, 4H. 
J=4.83 Hz). 2.57(t. 4H, J=4.83 Hz). 2.20(s, 3H), 1.57{d, 3H, J=6.81 Hz), 1.20(t. 3H, J=7.08 Hz), 

Ethyl 2^4-r({4-fr4-(3.4Klimethoxyphenyn-1-Piperazlnynmethylt-2-[4^ trifluorotnethyl)phenyll- 
1.3-thiazol-S-yl>methyl)sulfanyll-2-methylphenoxv)propanoate 

^H NMR (CDCI3) 300MHz 5 8.06(d. 2H. J=8.28 Hz), 7.72(d, 2H, J=8.28 Hz). 7.26(d, 1H, 
J=2.21 Hz), 7.16(dd. 1H. J=8.55. 2.21 Hz). 6.82(d. 1H, J=8.55 Hz), 6.64(m, 2H). 6.47(dd. 1H. J=8.55. 
2.21 Hz). 4.81 (q. 1H. J=6.99 Hz). 4.34(s. 2H). 4.14(q. 2H. J=7.17 Hz), 3.82{s. 3H). 3.77(s. 3H). 3.52(s. 
2H). 3.07(t. 4H. J=4.55 Hz). 2.63(t. 4H. J=4.55 Hz). 2.20(8. 3H), 1.57(d. 3H. J=6.99 Hz), 1.18(t. 3H. 
J=7.17Hz). 

Ethyl 2-(4-{f (4-{[4-(4-methoxyphenyl)-1 -piperazinynmethyl}-2-p henyl-1 .3-thla2ol-5- 
vninethyllsulfanyl}phenoxy)-2-inethylpropanoate 

^H NMR (CDCI3) 400MHz § 7.87(m. 2H), 7.40(m, 3H). 7.28(d, 2H, J=8.P.y Hz), 6.89(d, 2H, 
J=9.23 Hz), 6.82(d, 2H, J=9.23 Hz), 6.75(d. 2H, J=8.89 Hz), 4.33(s, 2H), 4.19(q, 2H. J=7.18 Hz). 
3.76(s. 3H), 3.56(s. 2H), 3.09(br s. 4H). 2.65(br s, 4H). 1.58(s, 6H). 1.20(t. 3H. J=7.18 Hz). 

Ethvl f4-r((4-(r4-(4-methoxvphenvl)-1 •p|perazinyllmethyl>-2-[4-(tr muoromethyi)phenyll-1 ^- 
thiazol-5-vl>inethyl)sulfanyllphenoxy}acetate 

^H NMR (CDCI3) 400MHz .57.99(d, 2H, J=8.20 Hz), 7.66(d. 2H. J=8.20 Hz). 7.35(d, 2H, J=8.89 
Hz). 6.88(d. 2H. J=9.40 Hz). 6.83(m. 4H), 4.58(s, 2H), 4.34(s. 2H), 4.24(q. 2H. J'7.18 Hz). 3.76(8, 
3H), 3.57(s, 2H). 3.08(m. 4H). 2.63(m. 4H). 1.27(t. 3H, J=7.18 Hz), 

Et hyl 2-{4-[({4-{r4-(4-methoxyphenyl)-1 .p|perazinvllmethyl}-2-r4-(trifluoro methyl)phenyl1.l .3. 
thlazol-5-yl}methyl)sulfanyl]phenoxy}propanoate 

^H NMR (CDCI3) 400MHz § 7.99(d. 2H. J=8.20 Hz). 7.66(d. 2H, J=8.20 Hz), 7.32(d. 2H, 
J=8.89 Hz). 6.89(d. 2H. J=9.23 Hz). 6.83(d. 2H. J=9.23 Hz). 6.79(d. 2H. J=8.89 Hz). 4.70(q. 1H. 
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J=6.78 Hz). 4.33(8. 2H). 4.16{q, 2H. J=7.09 Hz), 3.75(s. 3H). 3.57(s. 2H), 3.08(m. 4H). 2.63(m. 4H). 
1.60(d. 3H, J=6.78 Hz), 1.24{t. 3H, J=7.09 Hz). 

Ethyl 2-(4-{[(4-{[4-(4-methoxvphenvl)-1 -piperazinvnmethyl}-2-phBnyl-1 ,3-thiazol-S- 
5 yl)methyllsulfanyl}phenoxv)propanoate 

^H NMR (CDCl3)400MH?.57.87(m, 2H), 7.39(m, 3H), 7.32(d. 2H. J=8.85 Hz), 6.87(d, 2H. 
J=9.06 Hz). 6.82(d, 2H, J=9.06 Hz), 6.77(d. 2H, J=8.85 Hz), 4.69(q, 1H, J=6.78 Hz). 4.31 (s, 2H), 
4.18(q, 2H. J=7.12 Hz), 3.75(s, 3H). 3.54(s, 2H). 3.08(m, 4H), 2.62(m, 4H). 1.59(d, 3H, J=6.78 Hz). 
1.20(t. 3H, J=7.12Hz), 

10 

Ethyl 2-{4-r({4-{[4-(3-methoxyphenyl)-1 ■plperazinvllnriethyl}-2-r4-(trifluoromethyl)ph enyll-1 ,3- 
thlazol-5-yt}methynsulfanyl]-2-methylphenoxy}-2-methylpropanoate 

^H NMR {CDCI3) 400MHz 5 7.96(d, 2H. J=8.28 Hz). 7.63(d, 2H. J=8.28 Hz), 7.21(d. 1H, 
J=2.41 Hz). 7.13{t. 1H. J=8.10 Hz), 7.07(dd. 1H, J=8.45, 2.41 Hz). 6.53(m, 2H), 6.43(t. 1H. J=2.24 
15 Hz). 6.38(dd. 1H. J=8.10. 2.24 Hz). 4.31{s, 2H). 4.18(q. 2H, J=7.16 Hz). 3.75(s. 3H). 3.55(s, 2H), 
3.16{t. 4H. J=4.83 Hz), 2.58(t. 4H, J=4.83 Hz). 2.17(s. 3H). 1.57{s. 6H), 152(t. 3H, J=7.16 Hz), 

Ethvl 2-f4-r({4-{[4-(4-f luorophenyn-1 ■piperazinynmethyl>-2-[4-(trlf luorometh vDphenylM ,3- 
thlazoi-5-vl}methyl)sulfanyn-2-methylphenoxv>-2-methylpropanoate 

20 ^H NMR (CDCI3) 400MHz 5 7.96(d. 2H, J=8.28 Hz), 7.62(d, 2H, J=8.28 Hz), 7.21 (d, 1 H, 

J=2.41 Hz), 7.06(dd. 1H, J=8.45, 2.41 Hz), 6.91 (m, 2H), 6.83(m, 2H), 6.53(d. 1H, J=8.45 Hz). 4.30(s, 
2H), 4.13(q, 2H. J=7.16 Hz). 3.55(s, 2H), 3.06(1, 4H, J=4.66 Hz), 2.57(t. 4H. J=4.66 Hz). 2.15(s. 3H), 
1.55(s, 6H), 1.21(t, 3H, J=7.16 Hz). 

25 Ethyl 2-{4-[({4-{[4-(3-methoxyphenyl)-1 -piperazinynmethyl}-2-[4-(trif luorome thyl)phenyl]-1 ,3- 
thlazol-5-yl}methyl)sulfanyllphenoxy}-2-methylpropanoate 

^H NMR (CDCI3) 400MHz 5 7.96(d. 2H. J=8.10 Hz). 7.63(d. 2H, J=8.10 Hz), 7.26(d, 2H, 
J=8.79 Hz), 7.14(t. 1H. J=8.28 Hz), 6.74(d, 2H, J=8.79 Hz), 6.51(dd, 1 H, J=8.28, 2.24 Hz). 6.43(t, 1H, 
J=2.24 Hz). 8.39(dd, 1H. J=8.28, 2.24 Hz). 4.31(s, 2H). 4.16(q. 2H, J=7.07 Hz), 3.74(s. 3H). 3.54(s. 

30 2H). 3.1 7(t. 4H. J=4.66 Hz). 2.58(t, 4H, J=4.66 Hz). 1 .56(s. 6H). 1 .20(t, 3H. J=7.07 Hz). 

Ethvl 2-{4-r({4-{I4-(4-chlorophenyl)-1 -plperazinvnmethyl}-2-T4-(trifluorom ethvl)phenvn-1 .3- 
thlazol-5-yl}methyl)sulfanyllphenoxy>-2-methvlpropanoate 

^H NMR (CDCI3) 400MHz 5 7.96(d, 2H, J=8.10 Hz), 7.63(d, 2H. J=8.10 Hz), 7.27(d. 2H, 
35 J=8.79 Hz), 7.15(d, 2H, J=9.14 Hz), 6.80(d, 2H, J=9.14 Hz), 6.73(d, 2H, J=8.79 Hz). 4.30(s, 2H), 
4.17(q, 2H. J=7.16 Hz). 3.54(s, 2H). 3.12(t, 4H, J=4.74 Hz). 2.57(m, 4H), 1.55(s. 6H), 1.17(t, 3H, 
J=7.16 Hz). 



Ethyl 2-{4-[({4-{[4-(4-acetylphenyl)-1 •piperazinyllmethylV2-r4-(trifluoromethyl)phenyl]-1 ,3- 
40 thlazol'5-yl}methyl)sulfanynphenoxy}-2-methylpropanoate 
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NMR (CDCy 400MHz 6 7.95(d, 2H, J=8.28 Hz). 7.83(d, 2H, J=9.14 Hz), 7.62(d, 2H, 
J=8.28 Hz), 7.26(d, 2H. J=8.62 Hz), 6,82(d, 2H, J=9.14 Hz), 6.73(d, 2H, J=8.62 Hz), 4.29(s, 2H), 
4.1 7(q, 2H, J=7.07 Hz), 3.53(s. 2H), 3.32(t, 4H. J=4.66 Hz), 2,57(br s. 4H), 2.48(s, 3H), 1.55(s. 6H). 
1.17(t,3H, J=7.07Hz), 

5 

Ethyl 2-{4-[({4-{[4-(4-methoxyphenyl)-1 -piperazinyllmethyl}-2-[4-(trifluoromethyl)phenyll-1 ,3- 
thiazol-5'yl}methyl)sulfanyl]phenoxy}-2-methylpropanoate 

^H NMR (CDCI3) 400MHz 5 7.96(d, 2H. J=8.28 Hz), 7.63(d, 2H, J=8.28 Hz), 7.26(d. 2H. 
J=8.79 Hz). 6.87(d, 2H. J=9.14 Hz), 6.81 (d, 2H, J=9.14 Hz), 6.73{d, 1H, J=8.79 Hz), 4.32(s, 2H), 
10 4.17(q, 2H. J=7.16 Hz). 3.73(s, 3H), 3.54(s. 2H), 3.06(t. 4H. J=4.83 Hz). 2.60(br s. 4H). 1 .55(s. 6H). 
1.20(t, 3H, J=7.16Hz). 

Ethyl 2"(4-{[(2-(4-fluorophenyl)-4-{[4"(4-methoxyphenyl)«'1 *piperazinyl]methyl}-1 ,3-thiazol"5- 
yl)methyllsulfany!}-2"methylphenoxy)»2"methylpropanoate 

15 'H NMR (CDCI3) 400MHz 6 7.84(m, 2H), 7.20{d. 1 H. J=2.20 Hz), 7.07(m. 3H). 6.87(d, 2H. 

J=9.16 Hz). 6.81(d. 2H, J=9.16 Hz), 6.54(d. 1H, J=8.42 Hz). 4.29(s, 2H), 4.19{q, 2H, J=7.14 Hz), 
3.75(s, 3H), 3.54(s. 2H), 3.07(t. 4H, J=4.76 Hz). 2.61 (br s, 4H). 2.1 5(s, 3H), 1 .54(s. 6H), 1 .21 (t, 3H. 
J=7.14 Hz). 

20 Ethyl 2-[4-({[4-{[4-(4"acetylphenyl)-1 -piperazlnyllmethyl}-2-(4-f luorophenyl)-1 ,3-thia2ol-5- 
yl]methyl}sulfanyi)-2-methylphenoxy]-2-methylpropanoate 

^H NMR (CDCI3) 400MHz 6 7.84{m, 4H), 7.20(d, 1H. J=2.38 Hz), 7.07(m. 3H), 6.83(d, 2H. 
J=9.16 Hz), 6.53(d. 1H. J=8.42 Hz), 4.28(s. 2H), 4.18(q, 2H. J=7.14 Hz). 3.53(s, 2H), 3.33(t. 4H. 
J=4.58 Hz), 2.58(br s, 4H). 2.48(s. 3H). 2.16(s, 3H). 1.58(s. 6H). 1 .23(t, 3H. J=7.14 Hz). 

25 

Ethyl 2-(4-{[(2-(4-f luorophenyi)-4-{[4-(3-methoxyphenyl)-1 -piperazinyllmethyl}-1 ,3-thiazol-5- 
yl)methyllsu]fanyl}-2-methylphenoxy)-2-methylpropanoate 

^H NMR (CDCia) 400MHz 6 7,85(m, 2H), 7.20(d, 1H. J=2.38 ), 7.14(t, IK, J=8.24 Hz), 7.07(m, 
3H). 6.53(m, 2H), 6.44(t, 1H, J=2.29 Hz), 6.39(dd. 1H, J=8.06, 2.38 Hz). 4.29(s, 2H). 4.19(q, 2H. 
30 J=7.14 H?:), 3.76(s, 3H), 3.53(s, 2H), 3.17(t. 4H, J=4.67 Hz). 2.59(br s, 4H). 2.1.6(s, 3H). 1 .55(s, 6H). 
1.21(t, 3H, J=7.14Hz). 

Ethyl 4'{[5-({[4-(2-ethoxy-1 ,1 ■•dimethyl-2-oxoethoxy)-3-methylphenyl]suifanyl}methyi)-'2"(4-' 
fluorophenyl)-1 .3-thiazol-4"yl]methyl}-1 -piperazinecarboxylate 

35 ^H NMR (CDCI3) 400MHz 5 7.82(m, 2H), 7.18(d, 1 H, J=2.38 Hz), 7.06(m. 3H), 6.53(d, 1 H. 

J=8.61 Hz), 4.25(s. 2H). 4.19(q. 2H. J=7.14 Hz). 4.10(q, 2H. J=7.08 Hz). 3.45(m. 6H). 2.40{br s, 4H). 
2.16(s, 3H), 1 .55(8. 6H). 1 .21 (m. 6H). 



Ethyl 2-^4-[({4-{r4"(4-methoxyphenyl)-1 -piperazlnyllmethyi}-2-[4-(trlfluoromethyl)phenylH .3- 
40 thiazol-5-yl}methyl)sulfanyll-2"methylphenoxy}-2-methvipropanoate 
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NMR (CDCI3) 400MHz 5 7.96(d, 2H, J=8.28 Hz), 7.63(d. 2H. J=8.28 Hz), 7.21 (d. 1H, 
J=2.24 Hz), 7.07(dd. 1H, J=8.45, 2.24 Hz). 6.86(d, 2H, J=9.14 Hz), 6.80(d, 2H, J=9.14 Hz), 6.53(d, 
1H, J=8.45 Hz), 4.31(s. 2H), 4.17(q, 2H, J=7.16 Hz), 3.72(s, 3H), 3.55(s, 2H). 3.05(t, 4H. J=4.66 Hz), 
2.59(t, 4H. J=4.66 Hz), 2.16(s. 3H), 1 .55(s. 6H), 1 .20(t. 3H, J=7.16 Hz), 

5 

Ethyl 2'{4"[K4-{r4-(4"acetylphenyl)"1 ■pipera2inyl]methyl}*2"[4"(trifluoromethyl)phenylM ,3" 
thiazol»5-yl}methyl)suifanyl]-2-methylphenoxy}"2-'methylpropanoate 

^H NMR (CDCI3) 400MHz 5 7.95(d, 2H, J=8.10 Hz), 7.82(d, 2H, J=8.97 Hz), 7.62(d, 2H. 
J=8.10 Hz), 7.19(d, 1H, J=2.41 Hz). 7.06(dd, 1H, J=8.45. 2.41 Hz), 6.82(d, 2H, J=8.97 Hz). 6.52(d. 
10 1 H. J=8.45 Hz), 4.27(s. 2H), 4.1 6(q, 2H, J=7.07 Hz), 3.53(s. 2H). 3.29(t, 4H, J==4.66 Hz), 2.54(t, 4H, 
J=4.66 Hz), 2.47(s, 3H), 2.14(s, 3H). 1.55(s, 6H), 1.18(t, 3H, J=7.07 Hz), 

Ethyl 2-{44({4-[(4-acetyl-1-ptperazinvl)methyll-2"[4>(trifluoromethyl)phenyll-1,3-thi 
yl}methyl)sulfanyl]-2-methylphenoxy}propanoate 
15 ^H NMR (CDCI3) 300MHz 5 8.00(d, 2H, J=8.23 Hz), 7.68(d. 2H, J=8.23 Hz), 7.27(d, 1H. 

J=2.39 Hz), 7.14(dd, 1H. J=8.23, 2.39 Hz), 6.59(d, 1H, J=8.23 Hz), 4.73(q, 1H, J=6.72 Hz), 4.30(s, 
2H), 4.20(q, 2H. J=7.17 Hz), 3.65(t. 2H, J=4.65 Hz), 3.54(s, 2H), 3.45(t. 2H, J=4.65Hz), 2.48(t. 4H, 
J=4.65 Hz), 2.26(s, 3H), 2.09(s, 3H), 1.65(d, 3H. J=6.72 Hz), 1.25(dd, 3H, J=7.17 Hz), 

20 2-MethyN2^4"[({4^[4-(phenoxycarbonyO-1-pipera2inyllmethylV2-[4-(trifluoromethyl)p 
1 ,3-thla2ol"5-yl}methyl)sulfanyl]phenoxy}propanoic acid 

'H NMR (CDCI3) 400MHz 6 7.95(d, 2H, J=8.28 Hz), 7.65(d, 2H, J=8.28 Hz). 7.33(m. 2H), 
7.26(d. 2H, J=8.79 Hz). 7.1 7(t. 1H, J=7.59 Hz). 7.06(d, 2H. J=7.59 Hz). 6.74(d. 2H, J=8.79 Hz). 
4.32(s. 2H). 4.18(q. 2H, J=7.07 Hz). 3.61{m, 6H). 2.51(brs. 4H), 1.57(s, 6H), 1^0(t, 3H, J=7.07 Hz), 

25 

tert-Butyl 4"({5-({[4-(2-ethoxy'1 ,1 -dimethyl-2-oxoethoxy)phenyl]sulfanyl}methyl)-2>-[4" 
(trifluoromethyl)phenyl]-1,3-thia2oM-yl}methyl)-1-plperazinecarboxylate 

^H NMR (CDCI3) 400MHz 5 7.94(d. 2H, J=8.28 Hz), 7.63(d, 2H, J=8.28 Hz). 7.24(d, 2H, 
J=8.79 Hz). 6.72(d. 2H. J=8.79 Hz), 4.29(s, 2H), 4.18(q, 2H, J=7.07 Hz), 3.44(m, 6H), 2.43(br s, 4H). 
30 1 .56(s, 6H), 1 .42(s. 9H), 1 .19(t. 3H, J=7.07 Hz), 

Ethyl 2-methyl»2-{4-[({4^[4-(2«'pyrazinyl)"1-piperazmyllmethvl}-2"[4-(trifluorom 
thiazoU5-yl}methyl)sulfanyllphenoxy}propanoate 

^H NMR (CDCI3) 400MHz 5 8.12(s, 1H). 8.04{s. 1H), 7.94(d, 2H, J=8.28 Hz). 7.83(s, 1H), 
35 7.65(d, 2H, J=8.28 Hz), 7.26(d. 2H, J=8.79 Hz). 6.73(d, 2H, J=8.79 Hz). 4.32(s. 2H), 4.17(q. 2H. 
J=7.07 Hz), 3.62(m, 6H). 2.64(br s, 4H), 1.66(s, 6H). 1.1 8(t. 3H. J=7.07 Hz), 

Ethyl 2-{4-[({4-{f4-(2-methoxyphenyt)-1 -plperazlnyllmethyll-2-[4-(tt1f luoromethyl)phenyiM ,3- 
thlazol-5-y[}methyl)sulfanyllphenoxy}-2«methylpr panoate 

40 ^H NMR (CDCI3) 400MHz 5 7.96(d, 2H, J=8.28 Hz). 7.64(d. 2H. J=8.28 Hz). 7.27(d, 2H. 

J=8.97 Hz). 6.98(m. 1H), 6.90(m, 2H). 6.83{m, 1H), 6.73(d, 2H, J=8.97 Hz), 4.35(s, 2H). 4.17(q. 2H, 
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J=7.07 Hz), 3.83(s. 3H). 3.60(s, 2H), 3.1 1(br s. 4H), 2,72(br s. 4H), 1.58(s. 6H), 1.1 8(t, 3H, J=7.07 
Hz). 

tert-Butyl4-({5-({[4-(2-methoxy"2-oxoethoxy)-3-methylphenyl1sulfanyl}meth 
5 (trifluoromethyl)phenyll-1,3-thiazQ!-4-yi}methyl)-1>piperazinecarboxylate 

NMR (CDCy 400MHz 5 7.90(d, 2H, J=8.28 Hz), 7.58(d, 2H, J=8.28 Hz), 7.16(d, 1H. 
J=2.24 Hz), 7.08(dd. 1H, J=8.45. 2.24 Hz). 6.52(d, 1H. J=8.45 Hz). 4.56(s. 2H). 4.20(s, 2H). 3.70(s, 
3H). 3.44(s. 2H), 3.36{t, 4H, J=4.48 Hz). 2.32{br s. 4H), 2.17(s, 3H). 1 .38(s. 9H). 

10 Ethyl 2-{2-methyl-4-[({4-{[4-(4-pyridinyl)-1 ■piperazinyl]methyl}-2-[4-(trifluoromethyl)phenyll"1 ,3- 
thlazol-5"yl}methyl)suifanyl]phenoxy}propanoate 

^H NMR (CDCy 300MHz 5 8.28(d. 2H, J=6.37 Hz), 8.02(d, 2H, J=8.23 Hz), 7.69(d. 2H. 
J=8.23 Hz). 7.28(d. 1H. J=2.39 Hz). 7.16(dd. 1H, J=8.49. 2.39 Hz), 6.68(d. 2H, J=6.37 Hz), 6.60(d, 
1H. J=8.49 Hz), 4.73(q, 1H. J=6.72 Hz), 4.32(s. 2H), 4.20(q, 2H. J=7.08 Hz), 3.59(s. 2H), 3.34(t, 4H, 
15 J=5.04 Hz), 2.58(t, 4H, J=5.04 Hz), 2.26(s, 3H). 1.66(d. 3H. J=6J2 Hz). 1.25(t, 3H, J=7.08 Hz). 

Ethyl 2-{4-I({4-{[4-<4-methoxyphenyl)-1-piperazinyl]methyl}-2"[4-(trifiuoromet^^^ 
thiazol'5-yl}methyl)sulfanyll"2-methylphenoxy}propanoate 

^H NMR (CDCI3) 400MHz 57.99(d, 2H, J=8.20 Hz), 7.66(d, 2H, J=8.20 Hz), 7.23(d, 1H. J=2.39 
20 Hz), 7.13(dd. 1H, J=8.37, 2.39 Hz), 6.89(d, 2H. J=9.23 Hz). 6.83(d, 2H, J=9.23 Hz). 6.57(d, 1H, 
J=8.37 Hz). 4.70{q, IH. J=6.84 Hz). 4.34(s. 2H), 4.17(q, 2H, J=7.18 Hz), 3.76(s, 3H), 3.58(s. 2H). 
3.09(m. 4H), 2.63(m. 4H), 2.24(s. 3H). 1.62(d, 3H. J=6.84 Hz), 1 .21 (t. 3H, J=7.18 Hz). 

TLC(30% EtOAc/Hexanes)= 0.29 

25 Ethyl 2-{4-[({4-{[4-(2,4-dif luorophenyl)"1 -piperazinyllmethyl}-2-[4-(trlf luoromethyl)phenyll"1 ,3" 
thiazol-5-yl}methyl)sulfanyll-2-methyIphenoxy}propanoate 

^H NMR (CDCI3) 3Q0MHZ 5 8.03(d. 2H. J=8;28 Hz), 7.69(d. 2H. J=8.28 Hz). 7.27(d. 1H, 
J=2.21 Hz). 7.17(dd, IH, J=8.28, 2.21 Hz), 6.86(m, 3H), 6.61 (d. 1H. J=8.28 Hz), 4.73{q, IH, J=6.71 
Hz), 4.36(s, 2H), 4.21(q, 2H, J=7.17 Hz), 3.62(s. 2H), 3.06(t, 4H, J=4.55 Hz). 2.67(t, 4H. J=4.55 Hz). 
30 2.27(s, 3H). 1.65{d, 3H, J=6.71 Hz). 1.26(t. 3H. J=7.17 Hz). 

Ethyl 2^^{2-methyi-4"[({4^<{4^[4-(t^ifluoromethoxy)phenyl^1■piperaz!nyl}methyl)^2-I4- 
(trifluoromethyl)phenyll"1,3"thlazol-5-yl}methyl)sulfanyllphenoxy}propanoate 

^H NMR (CD3OD) 400MHz 5 7.97(d. 2H, J=8.24 Hz). 7.63(d, 2H. J=8.24 Hz), 7.19(s. 1H), 
35 7.10(dd, 1 H, J=8.42, 2,20 Hz), 7.03(d, 2H, J=9.16 Hz). 6.85(d, 2H, J=9.16 Hz). 6.57(d. IH, J=8.42 
Hz). 4.73(q. IH. J=6.78 Hz). 4.27(s, 2H). 4.07(m. 2H), 3.41 (s. 2H). 3.03(br s. 4H), 2.48(br s. 4H). 
2.13(s. 3H), 1.51(d. 3H, J=6.78 Hz), 1.11(t. 3H, J=7.14 Hz). 



Ethyt 2"{4-I({4-{[4-(4- thoxyphenyl)-1 ^plperazinyllm thyl>-2-[4-(trifluoromethyl)phenyl]-1.3" 



40 thiazol-5"yl>methyl)sulfanyl]-2-methvlphenoxv>propanoate 
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NMR (CD3OD) 4OOMH2 5 8.01 (d. 2H, J=8.28 Hz), 7.70(d, 2H, J=8.28 Hz). 7.21 (d. 1H. 
J=2.24 Hz). 7.1 1{dd. 1H, J=8.45. 2.24 Hz). 6.86(d. 2H. J=9.14 Hz). 6.76(d, 2H. J=9.14 Hz), 6.61 (d. 
1H, J=8.45 Hz). 4.77(q, 1H. J=6.72 Hz), 4.29(s, 2H), 4.10(q. 2H. J=7.16 Hz). 3.91(q. 2H. J=6.98 Hz). 
3.40(s, 2H). 2.96(t, 4H, J=4.83 Hz), 2.50(t, 4H, J=4.83 Hz). 2.14(s. 3H), 1.52(d. 3H, J=6.72 Hz). 1 .30(t, 
5 3H, J=6.98 Hz). 1 .14(t, 3H, J=7.16 Hz). 

Ethyl 2-{2"methyl-4"[({4-{[4-(4-propoxyphenyl)-1-p!peraziny!]methyl}-2-[4- 
(trifluoromethyl)phenyI]-1,3-thiazoi-5-yl}methyl)sulfanyl]phenoxy}propanoate 

^H NMR (CD3OD) 400MHz 5 7.96(d, 2H, J=8.10 Hz). 7.63(d, 2H, J=8.10 Hz). 7.18(s, 1H), 
10 7.09(d. 1 H. J=8.45 Hz). 6.81 (d. 2H, J=8.97 Hz). 6,73(d, 2H. J=8.97 Hz), 6.56(d, 1 H. J=8.45 Hz), 
4.71(q, 1H, J=6.47 Hz), 4.25(s, 2H), 4.06(q. 2H. J=7.07 Hz), 3.76(t, 2H. J=7.41 Hz), 3.39(s. 2H), 
2.92(br s, 4H), 2.48(br s, 4H), 2.12(s, 3H). 1.67(m. 2H), 1.49(d, 3H, J=6.47 Hz). 1.11(t, 3H, J=7.07 
Hz), 0.94(t, 3H. J=7.41 Hz). 

15 Ethyl 2'^4«[({4-{r4-(4-isopropoxyphenyl)"1 »piperazinyl]methyl}"2-[4-(trlfluoromethyl)phenyll-1 ,3" 
thiazol»5"yl}methyl)sulfanyl]-2-methylphenoxy}propanoate 

^H NMR (CD3OD) 400MHz 5 7.96(d, 2H, J=8.28 Hz), 7.64(d. 2H, J=8.28 Hz), 7.18(d, 1 H. 
J=2.24 Hz), 7.09(dd, 1H, J=8.45. 2.24 Hz). 6.81(d. 2H. J=9.14 Hz). 6.73(d. 2H, J=9.14 Hz), 6.57(d. 
1H. J=8.45 Hz). 4.71(q, 1H, J=6.78 Hz), 4.36(m. 1H). 4.24(s, 2H), 4.06(q. 2H. J=7.16 Hz). 3.39(s. 2H), 
20 2.92(t, 4H. J=4.57 Hz). 2.47(t, 4H. J=4.57 Hz), 2.1 1(s. 3H), 1 .48(d. 3H. J=6.78 Hz), 1 .19(d, 6H, J=6.21 
Hz),1.11(t, 3H, J=7.16Hz). 

Ethyl 4"({5-({[4-(2"ethoxy-1 ,1 ■dimethyl-2-oxoethoxy)phenyl]sulfanyl}methyl)-2"[4- 
(trifluoromethyl)phenylM ,3"thiazol-4-yl}methyl)-1 -piperazinecarboxylate 

25 ^H NMR (CDCI3) 400MHz 5 7.94{d, 2H, J=8.28 Hz), 7.63(d, 2H, J=8.28 Hz), 7.24(m, 2H), 

• 6.72(d. 2H. J^8.79 Hz), 4.30(s, 2H), 4.18(q. 2H, J=7.07 Hz), 4.10(q, 2H, J=7.13 Hz). 3.49(m. 6H). 
2.46(br s. 4H), 1 .58{s, 6H), 1 .21 (m. 6H), 

Ethyl 4-({S-({[4-(2-methoxy-2-oxoethoxy)"3-methylphenyl]sulfanyi}methyl)''2-[4- 
30 (trlfluoromethyi)phenyl]-1,3-thiazoM"yl}methyl)>1"plperazlnecarboxylate 

^H NMR (CDCI3) 400MHz 5 7.95(d, 2H. J=8.10 Hz), 7.64(d, 2H. J=8.10 Hz). 7.20(d, 1H, 
J=2.21 Hz). 7.13(dd, 1H, J=8.45, 2.21 Hz). 6.57(d, 1H, J=8.45 Hz). 4.62(s, 2H). 4.30(s. 2H), 4.10(q. 
2H, J=7.16 Hz). 3.77(s. 3H). 3.49(m, 6H). 2.45(br s. 4H), 2.21(s. 3H). 1.23{t, 3H, J=7.16 Hz). 

35 Methyl {4-[({4-{[4-(3-methoxypheny l)-1 »piperazinyl]methyl}-2-[4-(trif luoromethyDphenyll-l .3- 
thfazol"5-yl}methyl)sulfanyll-2"methylphenoxy}acetate 

^H NMR {CDCI3) 400MH2 5 7.97(d, 2H, J=8.28 Hz), 7.64(d, 2H, J=8.28 Hz). 7.21 (d. 1H. 
J=2.24 Hz), 7.14(m. 2H). 6.57(d, 1H, J=8.45 Hz), 6.49(dd, 1H, J=8.10. 2.20 Hz), 6.40(s. 2H). 4.60(s. 
2H). 4.33(s. 2H), 3.76(s. 6H). 3.59(s. 2H), 3.21 (br s. 4H). 2.68(br s, 4H), 2.21 (s, 3H), 
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Methyl {4-[({4-{[4-(4-acetylphenyl)-1 -p|perazinvl]methyl}-2-r4-(trmuoromethYnphenvlM .3- 
thia2ol-5-yl}methyl)sulfanyl]-2-methylphenoxy}acetate 

NMR (CDCI3) 400MHz 8 7.93(d. 2H, J=8.28 Hz), 7.82(d. 2H, J=8.97 Hz), 7.61 (d, 2H, 
J=8.28 Hz), 7.20(d. 1H, J=2.24 Hz), 7.13(dd, 1H, J=8.45, 2.24 Hz), 6.80(d, 2H, J=8.97 Hz), 6.55(d, 
5 1 H, J=8.45 Hz), 4.57(s, 2H), 4.27(s, 2H). 3.73(8, 3H), 3.52(s. 2H), 3.27(t, 4H, J=4.83 Hz), 2.54(t, 4H, 
J=4.83 Hz). 2.45(s, 3H), 2.20(s. 3H). 

Methyl {4-[({4-{[4-(2-methoxyphenyl)-1 ■piperazinyl]methvl)-2-r4-(trif luoromethyl)phenyll-1 ,3- 
thiarol-S-yl}methyl)sulfanyll-2-methylphenoxy}acetate 

10 ^H NMR (CDCIa) 400MHz 8 7.97(d, 2H. J=8.10 Hz), 7.65(d, 2H, J=8.10 Hz), 7.21 (m, 1 H), 

7.15(dd. 1H. J=8.45, 2.07 Hz), 6.98(brs, 1H), 6.89(m, 2H), 6.83(d, 1H, J=7.41 Hz), 6.57(d, 1H, J=8.45 
Hz). 4.61 (s. 2H), 4.35(s, 2H), 3.83(s, 3H), 3.75(s, 3H), 3.61 (s, 2H), 3.11(brs. 4H), 2.70(br s, 4H). 
2.22(s, 3H), 

15 Methyl {2-methvl-4-[({4-{[4-(2-pvrazlnyl)-1 •plperazinynniethyl>-2-[4-(trlfluoromet hvl)phenvll-1 .3- 
thlazol-5-yl}methyl)sulfanynphenoxy}acetate 

^H NMR (CDCI3) 400MHz 5 8.07(s. 1H), 7.99{m, 1H), 7.94(d, 2H, J=8.10 Hz), 7.77(d. 1H, 
J=2.59 Hz), 7.60(d. 2H, J=8.10 Hz). 7.20(d, 1H, J=2.24Hz), 7.12(dd, 1H. J=8.45, 2.24 Hz). 6.54(d, 1H, 
J=8.45 Hz), 4.58(s, 2H), 4.26(s, 2H), 3.73(s. 3H), 3.52(m. 6H), 2.52(t. 4H, J=4.83 Hz), 2.19(s, 3H), 

20 

Ethyl (4-{[(4-{[4-(4-methoxyphenyl)-1-plperazlnyllmethyl}-2-phenyl-1.3-thlazol-5- 
yl)inethyl]sulfanyl}-2-methylphenoxy)acetate 

'H NMR (CDCI3) 400MHz i57.88(m, 2H), 7.40(m. 3H), 7.25(d, 1H. J=2.39 Hz), 7.17(dd. 1H, 
J=8.37, 2.39 Hz). 6.89(d, 2H, J=9.06 Hz). 6.81 (d. 2H, J=9.06 Hz), 6.58(d. 1H, J=8.37 Hz). 4.59(s. 2H), 
25 4.32(s, 2H), 4.23(q, 2H, J=7.12 Hz), 3.74(s, 3H), 3.56(s, 2H). 3.06(m, 4H), 2.62(m, 4H), 2.24(s, 3H). 
1.27(t,3H.J=7.12Hz), 

Ethyl 2-(4-{[(4-{[4-(4-methoxyphenyl)-1-p!perazlnyllmethyl}-2-phenyl-1.3-thiazol-5- 
vl)methyl]sulfanyl}-2-methylphenoxy)propanoate 

30 'H NMR (CDCI3) 400MHz .87.88(m, 2H), 7.40(nn, 3H), 7.25(d, 1H, J=2.39 Hz), 7.14(dd. 1H, 

J=8.37. 2.39 Hz). 6.89(d, 2H, J=9.40 Hz), 6.82(d, 2H, J=9.40 Hz), 6.57(d, 1H, J=8.37 Hz), 4.70(q, 1H, 
J=6.84 Hz), 4.32(s, 2H), 4.1 7(q. 2H. J=7.18 Hz), 3.76(s. 3H), 3.56(s. 2H). 3.08(m. 4H), 2.63(m, 4H), 
2.23(m, 3H), 1 .61 (d. 3H. J=6.84 Hz), 1.25(t, 3H, J=7.18 Hz), 

35 Ethyl 2-(4-{r(4-{[4-(4-nriethoxyphenvl)-1 •piperazinyllniethyl>-2-phenvl-1 .3-thiazol-5- 
yj)methyllsulfanyl}phenoxy)-2-methylpropanoate 

^H NMR (CDCI3) 400MHz §7.87(m, 2H). 7.40(m, 3H), 7.28(d, 2H, J=8.89 Hz), 6.89(d, 2H, 
J=9.23 Hz), 6.82(d, 2H. J=9.23 Hz). 6.75(d, 2H. J=8.89 Hz). 4.33(s. 2H), 4.19(q. 2H. J=7.18 Hz), 
3.76{s, 3H), 3.56(s, 2H), 3.09(br s, 4H), 2.65(br s, 4H), 1 .58(s. 6H), 1 .20(t, 3H, J=7.18 Hz), 
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Ethyl 2-{4-[H4"{r4-(2-methoxyphenyl)-1 »piperazinyllmethyl}-2-I4-(trif luoromethyl)pheny1M ,3- 
thiazol-5-yl}methyl)sulfanyn-'2-methylphenoxy}propanoate 

NMR (CDCI3) 300MHz 5 8.03(d, 2H, J=8.28 Hz), 7,69(d. 2H, J=8.28 Hz), 7.28(d, 1H, 
J=2.21 Hz). 7.17{dd, 1H, J=8.28, 2.21 Hz), 7.00(m, 3H), 6.88(d. 1H, J=773 Hz). 6.61 (d, 1H, J=8.28 
5 Hz), 4.74(q, 1 H, J=6.81 Hz), 4.39(s. 2H), 4.21 (q, 2H. J=7.17 Hz), 3.89(s, 3H), 3,63(s, 2H), 3.12(br s, 
4H), 2.72(br 4H), 2.27(s. 3H), 1 .65(d, 3H, J=6.81 Hz). 1 .26(t, 3H. J=7.17 Hz). 

Ethyl 2-[2-methyM-({[2-[4-(trifluoromethyl)phenyll^-({4-[3>-(trifluorom 
piperazlnyl}methyi)-1,3-thiazol-5-yllmethyl}sulfanyl)phenoxy]propanoate 

10 ^H NMR (CDCW 300MHz 6 8.03(d, 2H. J=8.28 Hz), 7.70(d, 2H. J=8^8 Hz), 7.36(t, 1 H. 

J=8.00 Hz), 7.29(d, 1H, J=2^1 Hz). 7.13(m. 4H). 6.61(d. 1H. J=8.28 Hz). 4.74(q. 1H, J=6.90 Hz), 
4.36(s, 2H). 4.18(q. 2H, J=7.08 Hz), 3.62(s, 2H), 3.26(t. 4H. J=4.83 Hz). 2.65(t. 4H, J=4.83 Hz), 
2.26(s. 3H). 1.65(d. 3H. J=6.90 Hz). 1.27(t. 3H, J=7.08 Hz), 

15 Ethyl 2-{2-methyl-4-[({4-({4-[2"OXO-2-(1 -pyrrolidinyDethyll-l ■piperazinyl}methyl)-2-r4- 
(trlfluoromethy!)phenyll"1,3"thiazol-5-yl}methyl)sulfanyllphenoxy}propanoate 

^H NMR (CDCI3) 300MHz 5 7.96(d, 2H. J=8.28 Hz), 7.63(d. 2H. J=8.28 Hz), 7.20(d. 1H. 
J=2.21 Hz). 7.10(dd, 1H. J=8.28. 2.21 Hz), 6.56(d. 1H, J=8.28 Hz). 4.69(q. 1H, J=6.71 Hz). 4.30(s, 
2H). 4.16(q, 2H, J=7.08 Hz). 3.47(m, 8H), 3.10(s. 2H), 2.54(m, 6H). 2.20{s, 3H). 1.85(m. 4H). 1.60(d, 
20 3H, J=6.71 Hz), 1 .20(t. 3H. J=7.08 Hz). 

Ethyl 2-{2-methyM-[({4-{[4-(2>pyrimldinyi)-1-piperazinyqmethyl}-244-(trtfluoromethyl)phen 
1,3-thiazol-5-yl}methyl)sulfanyl]phenoxy}propanoate 

^H NMR (CDCI3) 300MHz 6 8.31 (d, 2H. J=4.69 Hz). 8.01 (d, 2H. J=8.28 Hz). 7.68(d, 2H. 
25 J=8.28 Hz). 7.27(d. 1 H, J=2.21 Hz). 7.1 6(dd. 1 H. J=8.28. 2.21 Hz). 6.60(d. 1 H. J=8.28 Hz). 6.48(t, 1 H. 
J=4.69 Hz). 4.74(q, 1H, J=6.71 Hz). 4.35(s. 2H), 4.20(q. 2H. J=7.08 Hz). 3.85(t, 4H, J=4.97 Hz). 
3.57(s. 2H). 2.54(t, 4H. J=4.97 Hz), 2.24(s. 3H), 1.64(d, 3H. J=6.71 Hz). 1.24(t. 3H. J=7.08 Hz). 

Ethyl 2-{2-methyl-4-[({4-{[4-(2-pyra2inyl)-1 -plperazlnyllmethyl}-2-[4-(trlf luoromethyl)phenyll-1 ,3- 
30 thlazo!-5-yl}methyl)sulfanyl]phenoxy}propanoate 

^H NMR (CDCI3) 300MHz 5 8.14{m. 1H), 8.06(m, 1H), 8.01(d. 2H. J=8.28 Hz), 7.85(d, 1H, 
J=2.48 Hz), 7.67(d. 2H. J=8.28 Hz). 7.27(d. 1H, J=2.21 Hz), 7.15(dd, 1H. J=8.28. 2.21 Hz). 6.59(d, 
1H. J=8.28 Hz), 4.73(q. 1H, J=6.71 Hz). 4.33(s. 2H). 4.16(q, 2H. J=7.17 Hz), 3.60(m. 6H), 2.58(t, 4H, 
J=4.83 Hz), 2.25(s. 3H). 1.64(d. 3H. J=6.71 Hz). 1.25{t. 3H, J=7.17 Hz), 

35 

Ethyl 242-methyi-4"({[2-I4-(trlfluoromethyl)phenyll-4-({4-[4-(trifluoromethyl)ph^ 
p|pera2inyl>methyl)-1,3-thiazol-5-yilmethyl}sulfanyl)phenoxvlpropanoate 

^H NMR (CDCI3) 300MHz 6 8.03(d. 2H. J=8.28 Hz), 7.70(d, 2H, J=8.28 Hz). 7.51 (d. 2H. 
J=8.55 Hz), 7.28(d, 1H, J=2.21 Hz), 7.18(dd. 1H. J=8.28. 2.21 Hz), 6.94(d, 2H. J=8.55 Hz). 6.61(d, 
40 1H. J=8.28 Hz). 4.74(q. 1H. J=6.71 Hz). 4.35{s, 2H), 4.21 (q, 2H, J=7.17 Hz), 3.62(s, 2H). 3.33(t, 4H, 
J=4.55 Hz), 2.66(t. 4H, J=4.55 Hz). 2.27(s. 3H), 1.66(d, 3H, J=6.71 Hz), 1,26(t. 3H, J=7.17 Hz), 
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Ethyl 2-{4-[({4-[(4-acetyl-1 -piperazinvl)inethyn-2-r4-(tri»uoromethyl)phenvll-1 .3-thlazol-5- 
yl>methyl)sulfanyll-2-isopropylphenoxy}propanoate 

NMR (CDCI3) 400MHz 6 7.94(d, 2H, J=8.10 Hz). 7.64(d, 2H, J=8.10 Hz), 7.17(d. 1H. 
5 J=2.24 Hz). 7.11(dd, 1H. J=8.45. 2.24 Hz), 6.54{d, 1H. J=8.45 Hz). 4.72(q. 1H, J=6.78 Hz), 4.23(s. 
2H). 4.14(q, 2H, J=7.13 Hz), 3.59(s, 2H). 3.42(br s. 4H), 3.30(m. 1H), 2.42(br s. 4H), 2.04(s, 3H). 
1 .59(d. 3H, J=6.78 Hz), 1 .17(m, 9H), 

Ethyl 2-{4-[({4-{[4-(4-fluorophenvl)-1 -piperazlnynmethyl>-2-[4-(trlfluorom8thvl)phenyl]-1 ,3- 
10 thiazol-5-yl}methvl)sulfanyll-2-isopropylphenoxy>propanoate 

^H NMR (CDCI3) 400MHz 5 7.97(d, 2H, J=8.28 Hz). 7.64(d. 2H. J=8.28 Hz), 7.20{d, 1H. 
J=2.24 Hz), 7.13(dd. 1H. J=8.45, 2.24 Hz), 6.92(m, 2H). 6.83(m. 2H), 6.55(d, 1H, J=8.45 Hz), 4.71(q, 
1H, J=6.78 Hz), 4.28(s, 2H), 4.14(q, 2H, J=7.18 Hz), 3.48(s, 2H), 3.31 (m, 1H), 3.07{t, 4H, J=4.83 Hz), 
2.59(br s, 4H), 1 .59(d, 3H, J=6.78 Hz), 1 .1 5(m, 9H), 

15 

Ethyl 2-{2-isopropyl-4-[({4-(4-morpholinylmethyl)-2-[4-(trlfluoromethyl)phenyl]-1,3-thlazol-5- 
vllmethyl)sulfanyllphenoxy}propanoate 

^H NMR (CDCI3) 400MHz 5 7.95(d, 2H, J=8.28 Hz), 7.63(d. 2H, J=8.28 Hz). 7.19(d. 1H, 
J=2.24 Hz), 7.12(dd, 1H. J=8.45. 2.24 Hz), 6.55(d. 1H, J=8.45 Hz), 4.71 (q, 1H, J=6.78 Hz), 4.26(s, 
20 2H). 4.14(q. 2H, J=7.13 Hz), 3.67(m, 4H), 3.41(s. 2H). 3.30(m. 1H). 2.42(br s. 4H). 1 .59(d, 3H, J=6.78 
Hz),1.16(m, 9H), 

Ethyl 2-{2-methyl-4-tH4-(1 ■piperazinylmethyl)-2-r4-(trtfluoromethyl)phenvn-1 .3-thlazol-5- 
vl>methyl)sulfanyllphenoxy}propanoate 

25 ^H NMR (CDCI3) 300MHz 5 8.01 (d, 2H, J=8.23 Hz), 7.67(d, 2H, J=8.23 Hz), 7.27(d, 1H, 

J=2.39 Hz), 7.15(dd, 1H, J=8.23, 2.39 Hz), 6.59(d, 1H, J=8.23 Hz), 4.73(q, 1H, J=6.64 Hz), 4.34(s, 
2H). 4.20(q, 2H, J=7.08 Hz), 3.52(s, 2H), 2.91 (t, 4H, J=4.91 Hz). 2.46(m, 4H), 2.33(br s, 1 H). 2.26(s. 
■ 3H). 1 .64(d. 3H, J=6.64 Hz), 1 .25(t, 3H. J=7.08 Hz), 

30 fert-Butyl4-{f5-<U4-(2-ethoxy-1-methyl-2-oxoethoxv)-3-methylphenyllsulfanyl}inethyl)-2-[4- 
(trifluoromethyl)phenyl]-1,3-thiazol-4-vl}methyl)-1-piperazlnecarboxylate 

^H NMR (CDCI3) 300MHz 8 6.01 (d. 2H. J=823 Hz). 7.68(d. 2H. J=8j23 Hz). 7.27(d, 1H, 
J=2.39 Hz), 7.15(dd, 1H, J=8.49, 2.39 Hz), 6.60(d, 1H, J=8.49 Hz), 4.74(q, 1H, J=6.72 Hz), 4.33(s, 
2H), 4.22(q, 2H, J=7.08 Hz), 3.54{s, 2H), 3.46(m, 4H), 2.44(m, 4H), 2.27(s, 3H), 1.65{d, 3H, J=6.72 

35 Hz), 1 .48(3, 9H), 1 .26(t. 3H, J=7.08 Hz), 

Ethyl 2-{4-[(t4-{[4-(4-chlorophenyl)-1-piperazinynmethvl>-2-[4-(trifluoromethyl)phenyll-1,3- 
thia2ol-5-yl}methyl)sulfanyq-2-methylphenoxv}propanoate 

^H NMR (CDCI3) 300MHz 5 8.03{d. 2H, J=8.23 Hz), 7.70(d, 2H, J=8.23 Hz), 7.22(m, 4H), 
40 6.86(d. 2H, J=9.03 Hz), 6.61 (d. 1 H, J=8.49 Hz), 4.73(q, 1 H, J=6.81 Hz), 4.36(s, 2H), 4.18(q, 2H. 
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J=7.08 Hz), 3.61 (s, 2H), 3.1 7(m. 4H). 2.64(m, 4H). 2.27(8, 3H), 1.65(d. 3H. J=« 84 Hz), 1.27(1, 3H, 
J=7.08 Hz), 

Ethyl 2-{4-[({4-[(3,5-dimethyl-1-plperazinyl)methyl]-2-[4-(trifluoromethyl)phenylM,3-thlazol-5- 
5 yl)methyOsulfanyll-2-methylphenoxy}propanoat9 

NMR (CDCy 300MHz 8 8.01 (d. 2H, J=8.23 Hz). 7.68(d. 2H. J=8.23 Hz), 7.27{d. 1H. 
J=2.39 Hz). 7.15(dd, 1H, J=8.49. 2.39 Hz), 6.60(d. 1H. J=8.49 Hz). 4.74(q. 1H, J=6.72 Hz). 4.35(s, 
2H), 4.21 (q, 2H, J=7.08 Hz), 3.53(s, 2H). 2.96(m, 2H). 2.78(m, 2H), 2.26(s, 3H), 1.73{m. 2H), 1.65{d, 
3H, J=6.72 Hz), 1 .26(t, 3H, J=7.08 Hz), 1 .09(d, 6H, J=6.37 Hz), 

10 

Ethyl 2-{4-[({4-{[4-(4-f luorophenyl)-1 -piperazinyqmethyt}-2-[4-(trifluoromethyl)phenvn-1 .3- 
thlazol-5-yl}nnethyl)sulfanyl]-2-methylphenoxy}propanoate 

'H NMR (CDCIs) 300MHz 8 8.03(d, 2H, J=8.49 Hz), 7.70(d. 2H, J=8.49 Hz), 7.28(d. 1H, 
J=2.39 Hz), 7.18(dd, 1H, J=8.23, 2.39 Hz), 6.94(m, 4H), 6.62(d, 1H. J=8.23 Hz). 4.74(q, 1H, J=6.72 
15 - Hz). 4.37(s. 2H). 4.21 (q, 2H. J=7.08 Hz), 3.63(s, 2H), 3.14(t, 4H. J=4.51 Hz), 2.67(t. 4H. J=4.51 Hz). 
228(s. 3H), 1.65(d. 3H, J=6.72 Hz), 1.26(t, 3H, J=7.08 Hz). 

Ethyl 2-{4-[((4-{[4-(4-acetylphenyi)-1-p!perazinyl]methyl}-2-[4-(trifluoromethyl)phenyl]-1,3- 
thlazol-S-yl}methyl>sulfanyll-2-methylphenoxy}propanoate 

20 NMR (CDCy 300MHz 8 8.02(d, 2H, J=8.23 Hz), 7.89(d. 2H, J=8.76 Hz), 7.69(d, 2H, 

J=8.23 Hz). 7.28(br s, 1H), 7.17(dd, 1H. J=8.23, 2.39 Hz). 6.88(d, 2H. J=8.76 Hz), 6.60(d, 1H, J=8.23 
Hz), 4.73(q. 1H. J=6.81 Hz). 4.34(s, 2H). 4.18(q. 2H. J=7.17 Hz). 3.60{s, 2H), 3.37(m. 4H). 2.63(m, 
4H), 2.54(s, 3H), 2.26(s, 3H), 1.65(d. 3H. J=6.81 Hz). 1.27(t. 3H. J=7.17 Hz), 

25 Ethyl 4-({5-({[4-(2-ethoxy-1-inethyl-2-oxoethoxy)-3-methylphenyqsulfanyl}methyl)-2-[4- 
(trlfluoromethyl)phenyn-1,3-thiazol-4-yl}methyl)-1-piperazinecarboxylate 

^H NMR (CDCI3) 300MHz 5 8.00{d, 2H, J=8.23 Hz). 7.68(d. 2H. J=8.23 Hz). 7.27(d. 1H, 
J=2.39 Hz). 7.14(dd. 1H, J=8.23, 2.39 Hz), 6.60(d. 1H. J=8.23 Hz), 4.73(q, 1H, J=6.81 Hz), 4.31(s, 
2H), 4.18(m. 4H), 3.50(m, 6H), 2.44(m, 4H), 2.26(s, 3H), 1.65(d, 3H, J=6.81 Hz), 1.26(m, 6H), 

30 

Ethyl 2-{2-m9thyl-4-[({4-(4-morpholinylmethyl)-2-[4-(trifluoromethyl)phenyl]-1,3-thiazol-5- 
vl}methyl)sulfanyllphenoxy}propanoate 

'H NMR (CDCI3) 300MHz 8 8.01 (d. 2H, J=8.23 Hz). 7.68(d. 2H. J=8.23 Hz), 7.27(d, 1H, 
J=2.39 Hz). 7.16(dd. 1H. J=8.49, 2.39 Hz), 6.60(d. 1H. J=8.49 Hz). 4.73(q. 1H. J=6.72 Hz), 4.34(s. 
35 2H). 4.21 (q, 2H, J=7.08 Hz), 3.73(t, 4H, J=4.51 Hz), 3.54(s, 2H). 2.49(t, 4H, J=4.51 Hz), 2.26(s. 3H), 
1.65(d, 3H. J=6.72 Hz), 1.26(t, 3H, J=7.08 Hz), 

Ethyl 2-{4-[({4-{[4-(3-methoxyphenyl)-1-piperazlnyl]methyl}-2-[4-(trifluoromethyl)phenylM.3- 
thiazol-5-yl}methyl)sulfanyl]-2-methylphenoxy}propanoate 
40 ^H NMR (CDCI3) 300MHz 8 8.04(d. 2H. J=8.23 Hz). 7.70(d. 2H, J=8.23 Hz). 7.28(m. 1 H), 

7.18(m, 2H), 6.62(d. 1H, J=8.23 Hz). 6.56(dd. 1H, J=8.23, 2.39 Hz), 6.50(t, 1H, J=2.26 Hz), 6.45(dd. 
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1H, J=8.23, 2.39 Hz), 4.74(q, 1H, J=6.81 Hz), 4.37(s, 2H). 4.21 (q, 2H, J=7.08 Hz), 3.82(s, 3H), 3.61 (s. 
2H), 3.22(t, 4H. J=4.65 Hz), 2.65(t, 4H, J=4.65 Hz), 2.28(s, 3H), 1.66(d, 3H, J=6.81 Hz), 1.26(t, 3H. 
J=7.08Hz). 

5 Ethyl 2-{4-[({4«>[(4-acetyl-1 >piperazinyl)methyl]>2"[4-(trif luoromethyl)phenyll-1 ,3-thiazol-5- 
yi}methyl)sulfanyl]-2>propylphenoxy}propanoate 

^H NMR (CDCI3) 400MHz 6 7.95(d, 2H, J=8.06 Hz). 7.63(d, 2H, J=8.06 Hz), 7.1 6(d. 1H. 
J=2.38 Hz), 7.11(dd, 1H, J=8.24, 2.38 Hz). 6.55(d, 1H. J=8.24 Hz), 4.70(q. 1H, J=6.84 Hz), 4.23(s. 
2H). 4.13(q, 2H, J=7.14 Hz), 3.59(br s, 2H). 3.47(s, 2H), 3.40(t. 2H, J=4.58 Hz), 2.55(t, 2H. J=7.33 
10 Hz), 2.40{m, /^H), 2.05(s. 3H). 1 .56(m. 5H). 1 .20(1. 3H, J=7.14 Hz). 0.86(t. 3H, ,;=7.33 Hz). 

Ethyl 2>^4-[({4-{[4-(4-f luorophenyl)-1 -piperazinyl]methyl}''2-[4-(trlf luoromethyDphenyll-l ,3- 
thiazol-5»yl}methyl)sulfanyll-2-propylphenoxy}propanoate 

^H NMR (CDCI3) 400MHz 5 7.97(d, 2H, J=8.24 Hz), 7.64(d, 2H, J=:8.24 Hz), 7.19(d, 1H, 
15 J=2.38 Hz), 7.14(dd. 1 H, J=8.42, 2.38 Hz), 6.93(m, 2H), 6.84(m, 2H), 6.56(d, 1 H, J=8.42 Hz). 4.69(q, 
1H. J=6.78 Hz), 4.30(s, 2H), 4.14(q, 2H, J=7.14 Hz), 3.54(s, 2H), 3.07(t, 4H, J=4.58 Hz), 2.58(m, 6H). 
1.57(m, 5H), 1.22(t, 3H, J=7.14 Hz). 0.86(t. 3H, J=7.33 Hz). 

Ethyl 2444({4-(4'morpholinylmethyl)"2-[4-(trifluoromethyl)phenyl1-1.3--thlazol-5- 
20 yl}methyl)suifanyll-2-propylphenoxy}propanoate 

^H NMR {CDCI3) 400MHz 6 7.95(d. 2H, J=8.24 Hz). 7.63(d. 2H, J=8.24 Hz), 7.1 7(d. 1H. 
J=2.38 Hz), 7.12(dd, 1H, J=8.42. 2.38 Hz). 6.55{d, 1H, J=8.42 Hz). 4.69(q. 1H. J=6.78 Hz), 4.27(s, 
2H), 4.14(q, 2H. J=7.14 Hz), 3.66(t. 4H, J=4.67 Hz), 3.45(s, 2H). 2.56(t, 2H, J=7.33 Hz), 2.42(m. 4H). 
1 .56(m, 5H), 1.21(t. 3H. J=7.14 Hz), 0.86(t. 3H. J=7.33 Hz), 

25 

Methyl {4-[({4-[(4-acetyM -piperazinyl)methy l]-2-[4-(trifluoromethyl)phenyll"1 ,3-thlazol-5- 
vl>methyl)sulfanyl1-2-!sopropylphenoxy}acetate 

^H NMR (CDCI3) 400MHz 5 7.95(d, 2H. J=8.61 Hz), 7.64(d, 2H, J=8.61 Hz), 7.20(d, 1H, 
J=2.20 Hz), 7.15(dd, 1H, J=8.42, 2.20 Hz), 6.59(d, 1H, J=8.42 Hz), 4.63(s, 2H), 4.25(s, 2H), 3.76(s. 
30 3H), 3.56{s, 2H). 3.41 (m. 4H), 3.31 (m, 1 H). 2.38(m. 4H), 2.05(s, 3H), 1 .1 1{d, 6H, J=6.78 Hz), 

Methyl {4-[({4"{[4-(4-fluorophenyl)"1 ■piperazinyl]methyl}-2»[4-(trifluoromethyl)phenylM ,3- 
th!azoN5"yl}methyl)sulfanyll-2-isopropylphenoxy}acetate 

^H NMR (CDCI3) 400MHz 6 7.98(d. 2H, J=8.24 Hz), 7.65(d, 2H, J=8.24 Hz), 7.23(d. 1 H, 
35 J=2.20 Hz), 7.18(dd, 1 H. J=8.42, 2.20 Hz). 6.94(m, 2H), 6.83(m, 2H), 6.60(d. 1 H, J=8.42 Hz), 4.61 (s, 
2H). 4.30(s. 2H). 3.76(s, 3H). 3.49(s, 2H), 3.34(m. 1H). 3.07(t, 4H, J=4.58 Hz), 2.59(m. 4H), 1.13(d, 
6H. J=6.98 Hz). 



Methyl {2-isopropyl-4-[({4-(4-morpholinylmethyl)-2-[4>(trifluoromethyl)phenyll-1,3-thto^ 
40 yl)methyl)sulfanvnphenoxy}acetat 
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NMR (CDCI3) 400MHz 5 7.96(d, 2H, J=8.24 Hz). 7.64(d, 2H. J=8.24 Hz). 7.21 (d. 1H, 
J=2.38 Hz). 7.16(dd, 1H. J=8.42, 2.38 Hz). 6.59(d. 1H. J=8.42 Hz). 4.62(s. 2H), 4.28(s, 2H). 3.76{s, 
3H), 3.66(t. 4H. JM.58 Hz). 3.41(s. 2H). 3.32(ni, 1H). 2.42(m. 4H), 1.15(d. 6H. J=6.96 Hz), 

5 Methyl f2-lsopropyl-4-[({4-{[4-<4-methoxyphenyl)-1 -piperarinyllmethyl}-2-[4- 
(trifiuoromethyl)phenyl]-1,3-thlazol-5-yl}methyl)sulfanyllphenoxy}acetate 

^H NMR (CDCI3) 400MHz 6 7.98(d. 2H. J=8.24 Hz), 7.65(d, 2H. J=8.24 Hz). 7.23(d. 1H. 
J=2.20 Hz). 7.18(dd, 1H, J=8.42, 220 Hz), 6.87(d, 2H. J=9.16 Hz), 6.81(d, 2H, J=9.16 Hz), 6.60(d, 
1H. J=8.42 Hz). 4.61 (m. 2H). 4.31 (s. 2H). 3.77(s. 3H). 3.74(s, 3H), 3.50(s. 2H), 3.33(m. 1H), 3.05(m. 
10 4H). 2.60(br s. 4H), 1 .1 5(d. 6H, J=6.96 Hz). 

Methyl {4-[({4-{[4-(4-acetylphenyl)-1 -plperazinyl]methyl}-2-[4-(trifluoromethyl)phenyn-1 .3- 
thiazol-5-yl}methyl)sulfanyl]-2-isopropylphenoxy}acetate 

^H NMR (CDCI3) 400MHz 5 7.95(d, 2H, J=8.28 Hz). 7.84(d. 2H, J=9.14 Hz), 7.62(d. 2H. 
15 J=8.28 Hz). 7.21(d, 1H. J=2.24 Hz). 7.16(dd. 1H. J=8.45. 2.24 Hz). 6.80(d. 2H. J=9.14 Hz), 6.58(d, 

1H, J=8.45 Hz), 4.59(s, 2H), 4.27(s. 2H). 3.73(s, 3H). 3.46(s. 2H). 3.30(m. 5H). 2.54(t. 4H, J=4.57 Hz). 
2.47(s. 3H). 1 .12(d. 6H, J=6.90 Hz), 

Methyl {2-isopropyl-4-[({4-{[4-(3-methoxyphenyl)-1-piperazlnyllmethyl}-2-[4- 
20 (trifluorDmethyl)phenyll-1,3-thiazol-5-yl}methyl)sulfanyllphenoxy}acetate 

^H NMR (CDCI3) 400MHz 5 7.98(d, 2H. J=8.28 Hz). 7.65(d, 2H. J=8.28 Hz). 7.24(d. 1 H, 
J=2.38 Hz). 7.19(dd, 1H, J=8.42, 2.38 Hz). 7.14(t. 1H. J=8.24 Hz). 6.60(d, 1H, J=8.42 Hz), 6.51(dd, 
1H. J=8.24. 2.38 Hz). 6.44(t. 1H. J=2.29 Hz), 6.39(dd. 1H, J=8.24, 2.38 Hz), 4.62(s. 2H). 4.30(s. 2H). 
3.75(m. 6H), 3.48(s. 2H). 3.34(m. 1H). 3.16(t. 4H. J=4.67 Hz). 2.57(t, 4H. J=4.67 Hz). 1.14(d. 6H, 
25 J=6.78 Hz), 

Ethyl 2-{2-lsopropyl-4-[({4-{[4-{4-methoxyphenyl)-1-piperazinyl]methvl}-2-f4- 
(trIfluoromethyl)phenyll-1,3-thlazol-5-yl}methyl)sulfanyllphenoxylpropanoate 

NMR (CDCI3) 400MHz 5 8.04(d, 2H, J=8.24 Hz), 7.71 (d, 2H, J=8.24 Hz). 7.16(m, 2H). 
30 6.87(d, 2H, J=9.16 Hz), 6.78(d. 2H. J=9.16 Hz), 6.64(d. 1H. J=8.42 Hz), 4.81 (q, 1H. J=6.71 Hz). 
4.27(s. 2H). 4.1 1 (q. 2H. J=7.08 Hz), 3.69(s. 3H). 3.28(m. 3H). 2.96(t, 4H. J=4.94 Hz), 2.51 (t. 4H. 
J=4.94 Hz), 1.54(d. 3H. J=6.71 Hz). 1.1 2(m. 9H). 

Ethyl 2-{4-[({4-{r4-(4-acetylphenyl)-1-piperazlnyl]methyl}-244-(trlfluoromethyl)phenyll-1.3. 
35 thiazol-5-yl}methyl)sulfanyll-2-lsopropylphenoxy}propanoate 

'H NMR (CDCI3) 400MHz 5 7.96(d, 2H. J=8.28 Hz), 7.83(d, 2H. J=9.14 Hz). 7.64(d. 2H. 
J=8.28 Hz). 7.19(d. 1H. J=2.24 Hz). 7.12(dd, 1H, J=8.45. 2.24 Hz). 6.81(d. 2H. J=9.14 Hz). 8.55(d. 
1H. J=8.45 Hz). 4.71(q, 1H. J=6.78 Hz), 4.26{s. 2H). 4.12(q, 2H. J=7.16 Hz). 3.47(s, 2H), 3.29(m, 5H). 
2.56(br s. 4H), 2.48(s. 3H). 1.58(d. 3H. J=6.78 Hz). 1.1 5(m. 9H). 
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Ethyl 2-{2-isopropyt-4-[({4-{[4-(3-methoxyphenvl)-1-piperazinvnmethyl}-2-[4- 
(trlfluoromethvl)phenyl]-1.3-thiazol-5-yl}methyl)sulfanyl]phenoxv>propanoate 

NMR (CDCI3) 400MHz 5 7.98(d, 2H, J=8.24 Hz). 7.65(d, 2H, J=8.24 Hz). 7.21 (d. 1H, 
J=2.38 Hz), 7.14(m. 2H). 6.58(d, 1H, J=8.61 Hz). 6.51(dd. 1H. J=8.24. 2.20 Hz), 6.43(t. 1H. J=2.29 
5 Hz), 6.39(dd. 1H. J=8.24. 2.20 Hz). 4.72(q. 1H. J=6.78 Hz). 4.29(s. 2H). 4.15(q. 2H, J=7.14 Hz). 
3.78{s, 3H). 3.48(s, 2H), 3.33{m, 1H), 3.16(br s, 4H). 2.59(br s, 4H), 1.60(d. 3H, J=6.78 Hz), 1.16(m, 
9H). 

Ethyl {4-[({4-(4-morphollnylmethyl)-2-[4-(trifluoiromethyl)phenyn-1.3-thiazol-S- 
10 yl}methyl)sulfanvll-2-propvlphenoxy}acetate 

1H NMR (CDCI3) 400MHz 5 7.95(d. 2H. J=8.24 Hz). 7.63(d, 2H, J=8.24 Hz). 7.19(m. 2H). 
6.58(d, 1 H, J=8.24 Hz). 4.59(s. 2H). 4.28(s. 2H), 4.21(q, 2H. J=7.14 Hz), 3.66(t. 4H. J=4.49 Hz), 
3.45(s. 2H). 2.56(t. 2H, J=7.33 Hz), 2.42(m, 4H). 1.56(m. 2H). 1.24(t. 3H. J=7.14 Hz). 0.87(t. 3H. 
J=7.33 Hz). 

15 

Ethyl {4-r({4-{I4-(4-acetylphenyl)-1-piperazlnvllmethyl}-2-r4-(trifluoromethyl)phenyn -1.3-thiazol- 
5-yl}methyl)sulfanvl]-2-ethylphenoxy}acetate 

^H NMR (CDCI3) 400MHz 5 7.97(d. 2H, J=8.24 Hz), 7.83(d, 2H. J=9.16 Hz), 7.63(d, 2H, 
J=8.24 Hz), 7.21(d, 1H. J=2.2G Hz). 7.16(dd, 1H. J=8.42. 2.20 Hz), 6.82(d, 2H. J=9.16 Hz), 6.59(d, 
20 1H, J=8.42 Hz), 4.59(s. 2H). 4.29(s. 2H). 4.21 (q. 2H. J=7.14 Hz). 3.52(s. 2H). 3.31 (t, 4H, J=4.80 Hz), 
2.64(q. 2H, J=7.51 Hz). 2.55(t. 4H. J=4.80 Hz). 2.47(s. 3H), 1.24(t. 3H. J=7.14 Hz), 1.14(t. 3H. J=7.51 
Hz), 

Ethyl {2-ethyl-4-[({4-{I4-(3-methoxyphenvl)-1-piperazlnyllmethyl>-2-{4-(trlfluoromethyl)phenyll- 
25 1.3-thlazol-5-vl}niethyl)sulfanyl]phenoxy}acetate 

^H NMR (CDCI3) 400MHz 8 7.98(d. 2H. J=8.24 Hz). 7.65(d, 2H, J=8.24 Hz), 7.22(s, 1H), 
7.16(m. 2H), 6.60(d. 1H, J=8.42 Hz). 6.51(d. 1H. J=8.42 Hz). 6.44(s. 1H). 6.39(dd. 1H. J=8.24. 1.28 
Hz). 4.60(s. 2H). 4.32(s, 2H). 4.22(q. 2H. J=7.14 Hz). 3.76(s. 3H), 3.52(s, 2H), 3.16(t. 4H, J=4.67 Hz). 
2.65(q. 2H, J=7.51 Hz), 2.57(t, 4H. J=4.67 Hz). 1.26{t. 3H. J=7.14 Hz). 1.16(t. 3H. J=7.51 Hz). 

30 

Ethyl {4-[({4-[(4-acetyl-1 -plperazinyl)methyl]-2-[4-(trlfluoromethyl)phenyll-1 ,3-thiazol-5- 
vl>methvn8Ulfanyn-2-ethylphenoxyyac6tate 

^H NMR (CDCI3) 400MHz 5 7.93(d. 2H. J=8.28 Hz), 7.61(d. 2H, J=8.28 Hz), 7.16(d. 1H, 
J=2.24 Hz). 7.12(dd. 1H, J=8.28. 2.24 Hz). 6.56(d, 1H. J=8.28 Hz). 4.58(s. 2H), 4.20(m. 4H). 3.55(t, 
35 4H. J=4.91 Hz). 3.43(s. 2H). 3.37(t. 4H. J=4.91 Hz). 2.60(q. 2H. J=7.50 Hz). 2.02(s. 3H). 1^(t. 3H. 
J=7.14 Hz). 1 .1 1(t. 3H. J=7.50 Hz). 

Ethyl {2-ethyl-4-[(|4-{[4-(4-fluorophenyl)-1-piperazinyl]methvl>-2-f4-(trifluoromethy^ 
thlazol-5-yl}methynsulfanyllphenoxy}acetate 
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NMR (CDCI3) 400MHz 5 8.03(d. 2H. J=8.28 Hz), 7.69{d, 2H, J=8.28 Hz), 7.25(m, 2H). 
6.93(m, 4H), 6.64(d, 1H. J=8.28 Hz), 4.64(s, 2H). 4.36(s, 2H), 4.26(q, 2H, J=7.08 Hz), 3.58(s. 2H), 
3.11(t, 4H. J=4.97 Hz), 2.66(m, 6H). 1.29(t, 3H, J=7.08 Hz). 1.19(t. 3H, J=7.54 Hz), 

5 Ethyl {2-ethyl-4-[({4-(4-morpholinylmethyl)-2>[4'(trifluoromethyl)phenyl]-1,3-thi 
yl}methvl)suifanyl]phenoxy}acetate 

^H NMR (CDCI3) 400MHz 5 8.01 (d, 2H, J=8.28 Hz). 7.68(d, 2H, J=8.28 Hz). 7.24(m, 2H), 
6.63(d, 1H. J=8.28 Hz), 4.64(s. 2H), 4.34(s. 2H). 4.26(q, 2H, J=7.17 Hz), 3.70(t. 4H. J=4.42 Hz), 
3.49(s, 2H), 2.67(q. 2H, J=7.54 Hz). 2.46(t. 4H, J=4.42 Hz). 1.30(t, 3H, J=7.17 Hz). 1.19(t. 3H. J=7.54 
10 Hz). 

Ethy] 2-{2-ethyM"[({4-{[4-(4-methoxyphenyl)-1-piperazinyl]methyl}"2"I4- 
(trifluoromethyl)phenyl]-1,3-thjazoN5-yl}methyl)sulfanyl]phenoxy}propanoate 

^H NMR (CDCI3) 400MHz 5 8.03(d, 2H. J=8.28 Hz), 7.70(d, 2H. J=8.28 Hz), 7.26(d, 1H, 
15 J=2.21 Hz). 7.19(dd, 1H. J=8.28. 2,21 Hz). 6.93{d. 2H, J=9.11 Hz), 6.86(d, 2H. J=9.11 Hz), 6.62(d. 

1H, J=8.28 Hz), 4J6(q, 1H, J=6.90 Hz), 4.36(s, 2H), 4.19(q, 2H, J=7.17 Hz), 3.80(s. 3H), 3.58(s, 2H), 
3.1 1(t, 4H, J=4.69 Hz), 2.67(m, 6H), 1.65{d, 3H, J=6.90 Hz). 1.24(m. 6H). 

Ethyl 2-{4-[({4-K[4-(4-acetylphenyl)-1 -piperazinyl]methyl}-2-[4-(trif luoromethyl)phenyi]-1 ,3" 
20 thlazol-5-yl}methyl)sulfanyll''2-ethylphenoxy}propanoate 

^H NMR (CDCI3) 400MHz 5 8.02(d. 2H, J=8.28 Hz), 7.89(d. 2H, J=8.83 Hz), 7.69(d. 2H, 
J=8.28 Hz). 7.25(d, 1H. J=2.21 Hz), 7.18{dd. 1H, J=8.28. 2.21 Hz), 6.88(d, 2H, J=8.83 Hz), 6.61 (d, 
1H, J=8.28 Hz), 4.76{q. 1H. J=6.90 Hz), 4.33{s. 2H), 4.18(q, 2H, J=7.17 Hz), 3.57(s. 2H). 3.36(m, 4H), 
2.66(m, 6H). 2.53(s, 3H),.1.65(d, 3H, J=6.90 Hz). 1.23(m, 6H), 

25 

Ethyl 2"{2"ethyl-4-[({4-{[4-(3-methoxyphenyl)-1-piperazinyl]methyl}-2-[4- 
(trifluoromethyl)phenyl]-1,3-thiazol-5"yl}methyl)sulfanyllphenoxy}propanoate 

^H NMR (CDCI3) 400MHz 5 8.03(d, 2H, J=8.28 Hz). 7.70(d, 2H, J=8.28 Hz), 7.26(d. 1H, 
J=2.21 Hz). 7.18(m. 2H). 6.62(d. 1H. J=8.28 Hz), 6.56(dd, 1H. J=8.00. 1.66 Hz), 6.49(m, 1H). 6.44(dd, 
30 1H, J=8.00, 1.66 Hz). 4.76(q, 1H. J=6.62 Hz), 4.35(s, 2H), 4.19(q. 2H. J=7.17 Hz), 3.81(s, 3H), 3.57{s, 
2H), 3,21 (t,4H, J=4.83 Hz), 2.66(m. 6H), 1.66(d, 3H, J=6.62 Hz), 1.24{m, 6H), 

Ethyi 2-{4-[({4-{[4-(4^ethoxy phenyl)-1 -piperazinyl]methyl}-2-[4-(trifluoromethyl)phenyll-1 .3- 
thiazol-5-yl}methyl)sulfanyll-2-propvlphenoxyypropanoate 

35 ^H NMR (CDCI3) 400MHz 5 7,97(d, 2H, J=8.24 Hz). 7.64(d. 2H, J=8.24 Hz), 7.19{d. 1 H, 

J=2.38 Hz), 7.14(dd. 1H. J=8.42. 2.38 Hz). 6.88(d, 2H, J=9.16 Hz). 6.81 (d. 2H, J=9.16 Hz). 6.56(d. 
1H. J=8.42 Hz). 4.70(q. 1H. J=6.78 Hz). 4.31(s, 2H). 4.15(q, 2H. J=7.14 Hz), 3,74(s. 3H), 3.54(s, 2H), 
3.05(t, 4H, J=4.85 Hz), 2.57(m, 6H), 1.56(m, 5H), 1.20(t, 3H, J=7.14 Hz), 0.86(t, 3H, J=7.33 Hz), 

40 Ethyl 2-{4-[({4-{[4-(4-acetylphenyl)-1 -piperaziny!lmethyl>-244-(trmuor methyl) phenylM. 3- 
thla2ol-5-yl}m thyl)suifanyll-2-propylphenoxy}propanoate 
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NMR (CDCI3) 400MHz 5 7.95(d. 2H. J=8.24 Hz). 7.84(d, 2H, J=9.14 Hz). 7.63(d. 2H, 
J=8.24 Hz), 7.17(d, 1H, J=2.24 Hz), 7.12(dd. 1H, J=8.45, 2.24 Hz), 6.82(d. 2H. J=9.14 Hz), 6.54(d. 
■ 1H. J=8.45 Hz), 4.68(q, 1H, J=6.78 Hz), 4.27(s, 2H), 4.13(q. 2H. J=7.07 Hz). 3.51(m. 2H). 3.31 (t. 4H. 
J=4.91 Hz). 2.55(m. 6H). 2.47(s, 3H). 1.55(m. 5H), 1.17(t. 3H. J=7.07 Hz), 0.85(t, 3H, J=7.41 Hz). 

5 

Ethyl 2-(4-r({4-{[4-(3-methoxyphenyO-1 ■plperazlnvl]methyl>-2-[4-(trif luoromethyl)ph enyl]-1 ,3- 
thiazol-5-vl}methyl)sulfanyl3-2-propylphenoxv}propanoate 

^H NMR (CDCI3) 400MHz 8 7.97(d. 2H, J=8.28 Hz). 7.64(d, 2H. J=8.28 Hz), 7.15(m, 3H), 
6.56(d, 1H, J=8.45 Hz), 6.50(dd. 1H, J=8.10, 2.07 Hz). 6.43(t, 1H. J=2.07 Hz). 6.39(dd. 1H. J=8.10, 
10 2.07 Hz). 4.70(q. 1 H. J=6.72 Hz), 4.29(s, 2H), 4.14(q, 2H. J=7.07 Hz). 3.76(s. 3H), 3.52{s, 2H), 3.1 6(t. 
4H. J=4.83 Hz), 2.58(m, 6H). 1.57(m. 5H). 1.19(t. 3H. J=7.07 Hz). 0.87(t, 3H, J=7.33 Hz). 

Ethvl2-(4-{[(2-(4-fluorophenyl)-4-{[4-(4-methoxvphenyl)-1-piperazinyll methvll-1.3-thiazol-5- 
vnmethvnsulfanyl}-2-methylphenoxv)propanoate 

15 ^H NMR (CDCI3) 400MHz 6 7.85(m. 2H). 7.22(d. 1 H, J=2.38 Hz), 7.09(m. 3H), 6.87(d, 2H. 

J=9.16 Hz), 6.81(d, 2H, J=9.16 Hz), 6.56(d, 1H, J=8.42 Hz). 4.68(q, 1H. J=6.78 Hz), 4.30(s, 2H), 
4.1 6(q, 2H, J=7.20 Hz), 3.74(s, 3H). 3.53(s, 2H), 3.07(t, 4H. J=4.58 Hz). 2.62{br s, 4H). 2.21 (s, 3H). 
1 .60(d, 3H, J=6.78 Hz). 1 .20(t. 3H, J=7.20 Hz). 

20 Ethyl 2-[4-({[4-{r4-(4-acety1phenyl)-1 -piperazinyl]methvl>-2-(4-fluorophenyl)-1 .3-thiazol-5- 
vnmethvl>suIfanyl)-2-methylphenoxylpropanoate 

'H NMR (CDCI3) 400MHz 5 7.85(m, 4H). 7.23(d, 1H. J=2.38 Hz). 7.09(m. 3H), 6.83(d. 2H, 
J=9.16 Hz). 6.55(d. 1H. J=8.42 Hz). 4.68(q. 1H, J=6.78 Hz). 4.27(s, 2H), 4.16(q. 2H, J=7.14 Hz), 
3.52{s, 2H). 3.32(t. 4H, J=4.94 Hz), 2.59(brs. 4H). 2.49(s. 3H), 2.21(s. 3H). 1.60(d. 3H. J=6.78 Hz). 

25 1.21{t.3H.J=7.14Hz), 

Ethyl 2-(4-{[(2-(4-fluorophenyi)-4-fl4-(3-methoxyphenyl)-1 -plperazlnyllmethy l>-1 .3-thlazol-5- 
: yl)methyil3u}fanyl}-2-methylphenoxy)propanoate 

^H NMR (CDCI3) 400MHz 5 7.85(m, 2H), 7.23(d, 1H, J=2.20 Hz). 7.1 1(m, 4H), 6.56(d, 1H, 
30 J=8.24 Hz), 6.51 (dd, 1 H, J=8.24, 2.20 Hz), 6.44(t, 1 H, J=2.20 Hz). 6.39(dd, 1 H. J=8.24. 2.20 Hz). 
4.69(q. 1H. J=6.78 Hz). 4.29(s, 2H). 4.1 6(q, 2H. J=7.14 Hz), 3.76(s, 3H), 3.52(s. 2H). 3.16(1. 4H, 
J=4.76 Hz), 2.60(brs.4H), 2.21(s. 3H), 1.59(d. 3H, J=6.78 Hz), 1.22(t. 3H. J=7.14 Hz). 

Ethyl 4-{[5-({[4-(2-ethoxy-1-methyl-2-oxoethoxy)-3-methylphenyllsulfanyl}methvl)-2-(4- 
35 f luoropheny l)-1 .3-thiazol-4-yl]methyl}-1 -piperazinecarboxylate 

NMR (CDCI3) 400MHz 8 7.83(nn. 2H). 7.20(d, 1H, J=2.20 Hz), 7.08(m. 3H), 6.55(d, 1H, 
J=8.42 Hz). 4.68(q. 1H. J=6.78 Hz). 4.23(s, 2H). 4.16(q, 2H, J=7.14 Hz), 4.09(q, 2H, J=7.14 Hz). 
3.42(m. 6H). 2.38{br s. 4H). 2.18(s. 3H). 1.57(d, 3H, J=6.78 Hz). 1.1 3(m. 6H), 



40 Ethyl {2-ethyl-4-[({4-{[4-(4-methoxyphenyl)-1-piperazinvllmethvl>-2-t4-(trmuoromethyl)phenvn- 
1.3-thlazol-S-vl>methyl)sulfanyr|phenoxy}acetate 
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NMR {CDCI3) 400MHz 6 7.98(d. 2H, J=8.24 Hz), 7.65(d, 2H. J=8.24 Hz), 7.22(s. 1H). 
7.17(d. 1H, J=8.42 Hz), 6.87(d. 2H, J=9.16 Hz), 6.81(d, 2H, J=9.16 Hz), 6.59(d, 1H, J=8.42 Hz), 
4.60(s, 2H), 4.32(s, 2H), 4.22(q, 2H, J=7.14 Hz), 3J4(s, 3H), 3.53(s. 2H). 3.05(t, 4H. J=4.76 Hz). 
2.62(m. 6H), 1.26(t, 3H, J=7.14 Hz). 1.16(t, 3H, J=7.33 Hz). 

5 

Ethyl 2-{4>r({4"[(4-acetyM -piperazinyl)methyll-2-[4-(trmuoromethyl)phenyll-1 ,3-thtazol-5- 
yl}methyl)sulfanyl]-2-ethylphenoxy}propanoate 

^H NMR (CDCI3) 400MHz 5 7.99(d. 2H, J=8.28 Hz). 7.68(d. 2H. J=8.28 Hz), 7.22(d, 1H, 
J=2.21 Hz), 7.15(dd, 1H. J=8.28, 2.21 Hz). 6.60{d, 1H, J=8.28 Hz), 4.75(q. 1H. J=6.81 Hz), 4.29(s, 
10 2H), 4.19(q, 2H. J=7.17 Hz). 3.62(t. 2H, J=4.69 Hz). 3.50(s, 2H). 3.43(t. 2H. J=4.69 Hz). 2.66(q, 2H. 
J=7.45 Hz). 2.43(br s, 4H), 2.09(s. 3H). 1.64(d, 3H. J=6.81 Hz). 1.22(m, 6H). 

Ethyi 2>{2-ethyl-4-[({4-{[4-(4-fluorophenyi)-1-plperazinyllmethyl}-2"[4-(trifluorometh^ 
1,3-thiazol-5-yl}methyl)sulfanyl]phenoxy}propanoate 
15 ^H NMR (CDCI3) 400MHz 6 8.03(d, 2H. J=8.28 Hz), 7.69(d. 2H. J=8.28 Hz), 7.26(d, 1 H. 

J=2.21 Hz), 7.19(dd, 1H, J=8.55, 2.21 Hz), 6.94(m, 4H), 6.62{d, 1H, J=8.55 Hz), 4.75(q, 1H, J=6.90 
Hz). 4.35(s. 2H). 4.19(q, 2H. J=7.17 Hz). 3.58(s. 2H), 3.12(t, 4H. J=4.97 Hz). 2.66(m. 6H), 1.64(d. 3H. 
J=6.90 Hz), 1.24(m. 6H). 

20 Ethyl 2^2-ethyM-[({4>(4-morphol!nylmethyl)-2-[4-(trifluoromethyl)phenyl]-1,34hiazol»5 
yl}methyl)sulfanyl]phenoxy}propanoate 

^H NMR (CDCI3) 400MHz 5 8.01 (d, 2H, J=8.28 Hz). 7.68(d, 2H, J=8.28 Hz). 7.24(d, 1H, 
J=2.21 Hz). 7.16(dd, 1H. J=8.28. 2.21 Hz). 6.60(d, 1H. J=8.28 Hz). 4.75(q, 1H, J=6.62 Hz). 4.32(s, 
2H). 4.17(s. 2H). 3.70(t. 4H. J=4.42 Hz), 3.49{s, 2H). 2.66(q, 2H. J=7.54 Hz). 2.45(t, 4H. J=4.42 Hz), 
25 1 .63(d, 3H, J=6.62 Hz), 1 .22(m, 6H). 

Ethyl {4-[({4-{[4-(4-methoxyphenyl)"1 -p!perazinyllmethyl}-2-I4-(trifluoromethyOphenyl]-1 ,3- 
thia2ol«5"yl}methyl)su!fanyll-2-propylphenoxy}acetate 

^H NMR (CDCI3) 400MHz 5 8.03(d, 2H. J=8.28 Hz), 7.69(d. 2H, J=8.28 Hz), 7.23(m, 2H). 
30 6.89(m. 4H), 6.64(d, 1 H, J=8.28 Hz), 4.62(s, 2H). 4.36(s. 2H), 4.26{q, 2H, J=7.08 Hz). 3.79{s, 3H), 
3.60{s, 2H), 3.11 (m. 4H). 2.64(m, 6H), 1.62(m, 2H). 1.30(t. 3H, J=7.08 Hz). 0.93(1. 3H. J=7.45 Hz). 

Ethyl {4-[({4-{[4-(4-acetylphenyl)-1 ■ptperazinyllmethyl}-2"[4-(triftuoromethyl)pheny!l-1 ,3-thiazol- 
5-yl}methyi)sulfanyll-2-propylphenoxy}acetate 

35 ^H NMR {CDCI3) 400MHz 5 8.02(d. 2H, J=8.28 Hz), 7.89(d. 2H, J=9.1 1 Hz), 7.69{d, 2H. 

J=:8.28 Hz), 7.24(m. 2H), 6.87(d. 2H. J=9.11 Hz). 6.64(d. 1H. J=8.28 Hz). 4.62(f. 2H). 4.34(s, 2H), 
4.26(q, 2H. J=7.17 Hz). 3.58(s, 2H), 3.35(t. 4H. J=4.97 Hz). 2.62(m, 6H). 2.64(s, 3H). 1.61(m, 2H), 
1.29(t, 3H, J=7.17 Hz). 0.91(t, 3H. J=7.45 Hz), 

40 Ethyl {4-[({4-{[4-(3-m thoxyphenyl)>1 ■•piperazlnyl]methyl}-2-[4-(trlf luoromethyl)phenyIl>1^ 
thiazol-5-yl}methyl)sulfanyl]-2-propyIphen xy}acetate 
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NMR (CDCI3) 400MHz 6 7.97{d. 2H. J=8.28 Hz). 7.64(d, 2H, J=8.2& Hz), 7.17(m, 3H), 
6.58(d. 1H, J=8.10 Hz). 6.51{dd, 1H, J=8.10, 2.07 Hz), 6.43(t, 1H. J=2.G7 Hz), G.38(dd. 1H, J=8.10, 
2.07 Hz). 4.58(s, 2H). 4.30(s, 2H), 4.21(q, 2H, J=7.13 Hz), 3.75(s, 3H), 3.53(s. 2H), 3.15(t. 4H. J=4.66 
Hz). 2.57(m. 6H). 1.57(m, 2H), 1.24(t, 3H, J=7.13 Hz). 0.87(t. 3H. J=7.41 Hz). 

5 

Ethyl (4-rtf4^(4-acetyi-1-piperazlnyl)methyll-2-[4H[trifluoromethyl)pheny^ 
yftmethvl)sulfanyll-2-propylphenoxy}acetate 

^H NMR (CDCI3) 400MHz 5 7.93(d, 2H. J=8.28 Hz), 7.62(d, 2H, J=8.28 Hz), 7.14(m, 2H). 
6.57(d. 1 H, J=8.28 Hz), 4.58{s. 2H), 4.20(m, 4H). 3.56{t. 2H. J=4.91 Hz), 3.45{s. 2H). 3.38(t. 2H, 
10 J=4,91 Hz), 2.55(t, 2H. J=7.33 Hz). 2.37(m, 4H). 2.03(s. 3H). 1.53(m, 2H). 1.22(t, 3H, J=7.16 Hz). 
0.85(t. 3H. J=7.33 Hz). 

Ethyl {44((4-{[4-(4-fluorophenyl)"1-piperazinvllmethyl}-2Wtrifluoromethyl)phen 
5-yl}methy!)sulfany[]-2-propylphenoxy}acetate 
15 ^H NMR (CDCI3) 400MHz 5 7.97(d, 2H. J=8.28 Hz). 7.64(d, 2H. J=8.28 Hz). 7.19(m. 2H). 

. 6.92{m, 2H),.o.83(m. 2H). 6.58(d, 1H. J=8.28 Hz), 4.56(s, 2H), 4.29{s, 2H), 4.20iq, 2H. J=7.13 Hz), 
3.53(s, 2H), 3.06(t. 4H. J=4.91 Hz), 2.67(m. 6H). 1.55(m. 2H). 1.24(t. 3H, J=7.13 Hz), 0.86(t. 3H. 
J=7.41 Hz), 

20 Ethyl 2^4-[({44r4-(2.4Kllmethoxyphenyl)-1>piperazinvnmethyl>-244-(trifluo^^ 
1,3"thiazol''5'-yl}methyl)sulfanyll-2-methylphenoxy}propanoate 

^H NMR (CDCI3) 300MHz 6 8.02(d, 2H. J=8.28 Hz). 7.67(d, 2H, J=8.28 Hz). 7.26(d, 1H, 
J=2.21 Hz), 7.16(dd. 1H, J=8.55. 2.21 Hz). 6.87(d, 1H, J=8.55 Hz). 6.60(d. 1H. J=8.55 Hz), 6.50(d, 
1H. J=2.48 Hz). 6.42(dd, 1H, J=8.55, 2.48 Hz). 4.72(q. 1H. J=6.90 Hz). 4.38(s. 2H), 4.21 (q. 2H. 
25 J=7.08 Hz), 3.85(5, 3H), 3.79(s, 3H), 3.61 (s. 2H). 3.04(br s. 4H), 2.70(br s. 4H). 2.26(s, 3H), 1 .63(d, 
3H, J=6.90 Hz), 1.24(t, 3H, J=7.04 Hz). 

phenyl 4-({5-({[4-(2-ethoxy-1 ,1 ■dimethyl-2-oxoethoxy)phenyllth!o}methyl)-2-[4- 
(trifluoromethy»)phenyll-1,3-thiazoM-yl}niethyl)piperazine-1-carboxylate 

■ 30 - ' . • • -To a 500ml 3-neck round-bottom flask equipped with a magnetic stir-bar, low temperature 
thermometer with thenmometer adapter, addttion funnel and N2 inlet was added ethyl 2-{4-[({4- 
(hydroxymethyl)-2-[4-(trifluoromethyl)phenyl]-1,3-thiazol-5-yl}methyl)sufe^^ 
methylpropanoate (3Q0mg, 0.59mmoles, 1eq) and dry CH2CI2 (4ml. 0.1 5M) and cooled to 0°C. 
Methanesulfonyl chloride (O.OSSmi, OJImmoles, 1.2eq) was added neat all at once, Triethylamine 

35 (0.12ml. 0.89mmoles. 1 .5eq) was added dropwise maintaining the Internal temperature below 5°C and 
was stirred at 0 '^C for 30 minutes. The reaction mixture was transfenred to a separatory funnel and 
washed with H2O, brine and the organic fraction was dried over Na2S04. After filtration the solvent 
was removed under reduced pressure to yield the corresponding mesylate in quantitative yield. 
Because of the unstable nature of the mesylate, the product was not characterized and was 

40 progressed onto the next stage without purification. . 
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To the crude mesylate dissolved In dry THF (3ml, 0.20M) was added piperazlne (559mg, 
5.9mmoles, 10eq) and the reaction mixture was refluxed for 5 hours. After cooling to room 
temperature the solvent was removed in vacuo. The residue was partitioned between EtOAc and H2O 
and after the phases were separated the organic fraction was dried over Na2S04, filtered and 
5 concentrated in vacuo to yield a quantitative amount of product. The product was used without 
characterization and purification. 

The crude piperazine was dissolved in dry CH2CI2 (5ml, 0.1 2M) and to it was added 
phenylchloroformate (0.08ml, 0.66mmoles. 1.1 eq) and triethylamine (0.248ml, I.SmmoIes, 3eq) and 
was stirred at room temperature ovemlght. The reaction mixture was diluted with EtOAc and washed 
10 with 0.1 N HCI twice, H2O, brine, dried over Na2S04, filtered and concentrated in vacuo to yield after 
silica gel chromatography 125mg (32% over three steps) of product. 

NMR (CDCI3) 400MHz 6 7.95(d, 2H, J=8.28 Hz), 7.65(d. 2H, J=8.28 Hz), 7.33(m. 2H), 
7.26(d. 2H. J=8.79 Hz), 7.17(t, 1 H, J=7.59 Hz). 7.06(d. 2H, J=7.59 Hz), 6.74(d, 2H. J=:8.79 Hz). 
4.32(s. 2H). 4.18(q, 2H, J=7.07 Hz). 3.61(m. 6H), 2.51(br s, 4H), 1.57(s, 6H). 1,20(t. 3H. J=7.07 Hz). 

15 

The following compounds were made the same procedure used for phenyl 4-({5-({[4-(2- 
ethoxy-1 ,1 -dimethyl-2-oxoethoxy)phenyllthio}methyl)-2-[4-(trifiuoromethyl)phenyl]-1 ,3-thiazol-4- 
yI}methy!)piperazine-1-carboxylate except no extra base was used when the other reactant was an 
isocyanate. 

20 

Phenyl 4-^{5-({[4-(2-ethoxy"1"methyl-2-oxoethoxy)-3-methyiphenyl]sulfanyl}methyl)-2-[4" 
(trifluoromethvi)phenyll-1,3-thiazol-4-vl}methyl)''1-pipera2inecarboxylate 

. ^H NMR (CDCI3) 300MHz 5 7.97(d, 2H, J=8.28 Hz). 7.77(d. 2H, J=8.28 Hz), 7.60(m, 5H), 
7.20(d, 1H, J=2.21 Hz), 7.10(dd. 1H, J=8.55, 2.21 Hz), 6.57(d, 1H, J=8.55 Hz), 4.74(q, 1H, J=6.71 
25 Hz), 4.20(m, 4H), 3.48(s, 2H), 3.06(br s, 4H), 2.56(br s. 4H), 2.24(s, 3H), 1 .65(d, 3H. J=6,71 Hz), 
1.25(t, 3H. J=7.04 Hz), 

benzyl 4-({5"({[4-(2-ethoxy-1-methyl-2-oxoethoxy)-3-methylphenyl]thlo}methyl)-2-[4- 
(trifluoromethyl)phenyll-1,3"thlazol-4-yi}methyl)piperazlne-1-carboxylate 

30 ^H NMR (CDCI3) 300MHz 5 8.01 (d, 2H, J=8.00 Hz), 7.69(d, 2H, J=8.00 Hz). 7.36(m, 5H), 

7.26(d. 1H. J=2.21 Hz). 7.15(dd, 1H. J=8.55, 2.21 Hz). 6.60(d. 1H, J=8.55 Hz). 5.16(s. 2H), 4.74(q, 
1H, J=6.82 Hz), 4.31 (s, 2H), 4.21 (q, 2H, J=7.08 Hz). 3.55(m, 6H), 2.47(brs, 4H), 2.26(s. 3H). 1.65(d. 
3H, J=6.62 Hz), 1 ,25(t, 3H. J=7.08 Hz). 

35 lsopropyl4-{[5-({[4-(2-ethoxv-1-methyl-2-oxoethoxy)»3-methvlphenvl]su[fany!}methyl)-2-(4- 
fluorophenyl)-1 .3-thiazol-4"yllmethyl}-1 -piperazinecarboxylate 

^H NMR (CDCI3) 400MHz 5 7.84(m, 2H), 7.22(d, 1H, J=2.20 Hz). 7.09(m. 3H), 6.55(d, 1H, 
J=8.42 Hz), 4.89(m, 1H). 4.68(q, 1H, J=6.78 Hz), 4.26(s. 2H), 4.16(q. 2H. J=7.20 Hz). 3.47(m, 6H), 
2.40(br s, 4H), 2.22(s. 3H). 1.61(d, 3H, J=6.78 Hz), 1.27(m, 9H). 
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Ethyl 2-{4-[({4-{[4-(cyclopentvlcarbonyl)-1-pipera2inyllmethvll-2-[4-(trlfluoromet hvl)phenyll-1,3- 
thiazol-5-yl}methvl)sulfanvn-2-methylphenoxv}propanoate 

NMR (CDCI3) 300MHz 6 8.00(d, 2H, J=8.28 Hz), 7.67(d, 2H, J=8.28 Hz), 7.24(d. 1H. 
J=2.21 Hz). 7.14(dd. 1H, J=8.28. 2.21 Hz), 6.59(d, 1H, J=8.28 Hz), 4.73(q, IN, J=6.71 Hz), 4.31(s, 
2H), 4.19{q. 2H, J=7.17 Hz), 3.65(br s. 2H). 3.50(brs, 4H), 2.87(m, 1H). 2.45(t, 4H, J=4.69 Hz). 
2.23(s. 3H). 1.73(m. 1 1H). 1.24(t. 3H, J=7.17 Hz). 

Ethvl 2-(4-r({4-{[4-(cvclopropvlcarbonyl)-1 -plperazinynmethvl)-2-I4-(trlf luorometh vl)phenyll-1 ,3- 
thlazol-S-yl}methyl)sulfanvll-2-methvlphenoxy}propanoate 

^H NMR (CDCI3) 300MHz 5 8.00{d. 2H, J=8.28 Hz), 7.68(d. 2H. J=8.28 Hz), 7.27(d, 1H, 
J=2.21 Hz), 7.15(dd, 1H, J=8.28, 2.21 Hz), 6.59(d, 1H. J=8.28 Hz), 4.73(q. 1H, J=6.71 Hz). 4.31(s, 
2H). 4.20(q, 2H, J=7.08 Hz), 3.67(br s, 4H). 3.55(s, 2H), 2.49(br s, 4H), 2.26(s, 3H). 1.74(m, 1H), 
1 .64(d, 3H, J=6.71 Hz), 1 25(t, 3H. J=7.08 Hz), 1 .00(m, 2H), 0.76(m. 2H), 

Ethvl 2-{4-[({4-{r4-(cyclobutvlcarbonyl)-1 -piperaz!nynmethvl)-2-[4-(trifluoromet hvnphenYl]-1 .3- 
thiazol-5-yl}methyl)sulfanyll-2-nfiethvlphenoxv}propanoate 

^H NMR (CDCI3) 300MHz 5 7.99(d, 2H, J=8.28 Hz), 7.67(d. 2H. J=8.28 Hz). 7.24(d. 1H. 
J=2.21 Hz). 7.13(dd, 1H, J=8.28. 2.21 Hz), 6.58(d, 1H. J=8.28 Hz). 4.73(q. 1H. J=6.71 Hz). 4.28(s. 
2H). 4.19(q. 2H. J=7.17 Hz). 3.64(t, 2H, J=4.83 Hz), 3.52(s, 2H). 3.36(t, 2H, J=4.83 Hz). 3.24(m. 1H). 
2.47(m. 4H), 2.08(m. 9H). 1.63(d. 3H, J=6.71 Hz). 1.24(t. 3H. J=7.17 Hz). 

Methyl 4-({5-Kr4-(2-ethoxv-1-methvl-2-oxoethoxv)-3-methvlpheny nsulfanvl}methyl)-2-[4- 
(trifluoromethv»phenvn-1.3-thiazol-4-yl>methvl>-1-p iDerazinecarboxvlate 

^H NMR (CDCI3) 300MHz 5 8.00(d, 2H. J=8.28 Hz). 7.68(d, 2H, J=8.28 Hz), 7.26(d, 1H, 
J=2.21 Hz), 7.14(dd, 1H, J=8.28, 2.21 Hz), 6.59(d. 1H. J=8.28 Hz). 4.73(q. 1H. J=6.71 Hz). 4.31(s. 
2H). 4.20(q. 2H. J=7.17 Hz). 3.71 (s. 3H). 3.50(m. 6H). 2.44(b.r s. 4H). 2.26(s. 3H). 1.65(d. 3H, J=6.71 
Hz), 1.25(t,3H. J=7.17Hz). 

Ethyl 2-{2-methyl-4-[({4-(r4-(3-methvlbutanoyl)-1-piperazinynmethyl}-2-I4- 
{trifluoromethyl)phenyll-1.3-thlazol-5-vl>methyl)sulfanvnphenoxy lpropanoate 

NMR (CDCI3) 300MHz 8 8.00(d, 2H. J=828 Hz), 7.67(d. 2H. J=8.28 Hz). 7.24(d. 1H, 
J=2.21 Hz). 7.14(dd, 1H. J=8.55. 2.48 Hz), 6.59(d, 1H, J=8.55 Hz), 4.73(q, 1H. J=6.71 Hz). 4.30(s, 
2H), 4.20(q, 2H, J=7.08 Hz). 3.65(br s, 2H), 3.54(s, 2H), 3.47(t, 2H, J=4.69 Hz), 2.45(t, 4H, J=4.83 
Hz), 2.26(s, 3H), 2.12{m. 3H), 1.64(d, 3H, J=6.71 Hz), 1.24(t. 3H. J=7.08 Hz). 0.96(d. 6H. J=6.35 Hz). 

Ethvl 2^4-f({4^r4^4-fluoroben2oyl)-lH)lperazlnynmethyl}-2-r4 -(trifluoromethyOphenyll-1.3- 
thiazol-5-yl>niethyl)sulfanyl]-2-methylphenoxy}propanoate 

^H NMR (CDCI3) 300MHz 5 8.00(d, 2H, J=8.28 Hz), 7.69(d, 2H, J=8.28 Hz), 7.43(m, 2H), 
7.24(d, 1H, J=2.39 Hz), 7.1 1(m, 3H), 6.59(d, 1H, J=8.55 Hz), 4.73(q. 1H. J=6.71 Hz). 4.30(s. 2H). 
4.19(q. 2H. J=7.17 Hz). 3.65{m. 6H). 2.53(m. 4H). 2.25(s, 3H). 1.64(d. 3H. J=6.71 Hz). 1.25(t. 3H. 
J=7.17 Hz). 
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Ethyl 2-{2-methyl-4-[({4-{[4"(propylsulfonyl)"1"pipera2inyllmethyl}-2-[4-(trifluoromethyO 
1,3"thiazoN5-yl}methyl)sulfanyl]phenoxy}propanoate 

NMR (CDCIa) 300MHz 5, 8.00(cl, 2H. J=8.28 Hz). 7.68(d. 2H, J=8.28 Hz). 7.26(d. 1H, 
5 J==2.21 Hz), 7.15(dd, 1H, J=8.28, 2.21 Hz), 6.59(d. 1H. J=8.28 Hz), 4.74(q. 1H, J=6.71 Hz), 4.28(s, 
2H). 4.20(q. 2H. J=:7.08 Hz). 3.55(s, 2H), 3.30(t, 4H. J=4.55 Hz), 2.89(m. 2H). 2.56(t. 4H, J=4.28 Hz). 
2.26(s. 3H). 1.87(m, 2H). 1.65(d. 3H, J=6.62 Hz). 1.25(t. 3H. J=7.04 Hz). 1.07(t, 3H, J=7.17 Hz). 

Ethyl 2-{4-[({4-[(4-butyryi-1 -plperazlnyl)methyll-2-[4-(trffluoromethyl)phenyl]-1 ,3-thiazol-5- 
10 yl}methyl)sulfanyl]-2"methylphenoxy}propanoate 

^H NMR (CDCI3) 300MHz 5 8.00(d, 2H. J=8.28 Hz). 7.67(d. 2H, J=8.20 Hz). 7.26(d. 1H, 
J=2.21 Hz), 7.14(dd. 1H, J=8.55, 2.21 Hz), 6.59(d, 1H. J=8.55 Hz), 4.73{q, 1H, J=6.71 Hz), 4.30(s, 
2H), 4.20(q, 2H, J=7.08 Hz), 3.64(m, 2H), 3.54(s, 2H), 3.45(t. 2H. J=4.83 Hz), 2.45(t. 4H. J=4.83 Hz). 
2.31 (t. 2H, J=7.31 Hz), 2.25(s, 3H). 1.66(m, 5H), 1.24(t, 3H, J=7.08 Hz), 0.98{t, 3H. J=7.31 Hz), 

15 

Ethyl 2-{2-methyl-4-[({4-[(4-pentanoyl-1 -piperazinyl)methyi]"2-[4-(trifluoromethyl)phenyll-1 ,3- 
thiazol"5'yl}methyl)sulfanyl]phenoxy}propanoate 

^H NMR (CDCI3) 300MHz 5 8.00(d. 2H, J=8.28 Hz), 7.67(d, 2H. J=8.28 Hz), 7.26(d. 1 H, 
J=2.21 Hz). 7.14(dd, 1H, J=8.28. 2.21 Hz), 6.58(d, 1H. J=8.28 Hz), 4.73(q, 1H, J=6.71 Hz), 4.30(s, 
20 2H). 4.1 9(q, 2H, J=7.27 Hz), 3.64(m, 2H), 3.54(s. 2H). 3.46(t. 2H. J=4.83 Hz), 2.45(t, 4H, J=4.83 Hz), 
2.32(t, 2H. J=7.45 Hz), 2.24(s, 3H). 1.61(m, 6H). 1.37(m, 2H), 1.24(t. 3H. J=7.27 Hz), 0.93(t, 3H, 
J=7.45 Hz). 

Ethyl 2'»{4''[({4-{[4-(4-methoxybenzoyl)-1 -plperazinyilmethyl)"2"r4"(trifluoromethyl)phenyl]"1 ,3" 
25 thiazol"5'-.vl}methyl)sulfanyl]-2-methylphenoxy}propanoate 

^H NMR (CDCI3) 300MHz 6 8.00{d, 2H, J=8.28 Hz), 7.67(d. 2H, J=8.28 Hz), 7.40(d, 2H, 
J=:8.83 Hz). 7.24{d, 1H, J=2.21 Hz). 7.14(dd, 1H, J=8.28. 2.21 Hz). 6.92(d. 2H, J=8.83 Hz). 6.59{d. 
1H. J=8.28 Hz). 4.73(q. 1H, J=6.71 Hz). 4.30(s, 2H), 4.19(q. 2H. J=7.08 Hz), 3.84(s, 3H), 3.63(m, 6H). 
2.49(br s. 4H), 2.25(s. 3H), 1 .64(d. 3H. J=6.71 Hz), 1 .24(t. 3H, J=7.08 Hz). 

30 

Ethyl 2-{4-[({4-[(4-benzoyM ■piperaztnyl)methyll-2-[4"(trif luoromethyQpheny 11-1 ,3''thiazoU5- 
yl}methyl)sulfanyl]-2"methylphenoxy}propanoate 

^H NMR (CDCI3) 300MHz 5 7.99(d. 2H. J=8.55 Hz). 7.67(d. 2H. J=8.55 Hz), 7.41 (m, 5H). 
7.24(d, 1H, J=2.21 Hz), 7.15(dd, 1H, J=8.55, 2.21 Hz), 6.59(d. 1H. J=8.55 Hz), 4.73(q, 1H, J=6.71 
35 Hz), 4.30(s, 2H), 4.19(q, 2H. J=7.04 Hz), 3.83(br s, 2H), 3.56(s. 2H), 3.39(br s. 2H). 2.50(br s. 4H). 
2.25(s. 3H). 1.64{d, 3H. J=6.71 Hz), 1.24(t, 3H. J=7.04 Hz). 

isobutyl 4-({5-({[4-(2-ethoxy-1-methyl'-2-oxoethoxy)-3-iTiethvlphenyllsulfanyl}methyl)"2-[4- 
(trifluoromethyl)phenylM,3"thiazol-4''yl}methyl)»1-piperazinecarboxylate 

40 'H NMR (CDCI3) 300MHz 5, 8.00(d, 2H, J=8.28 Hz). 7.68(d, 2H, J=8.28 Hz). 7.26(d. 1 H, 

J=2.21 Hz), 7.14(dd, 1H, J=:8.28, 2.21 Hz), 6.59(d. 1H, J=8.55 Hz). 4.73(q, 1H, J=6.71 Hz). 4.32(s, 



wo 02/059098 



PCT/USOl/51056 



67 



2H), 4.20(q, 2H, J=7.08 Hz). 3.88(d, 2H, J=6.62 Hz), 3.53(m, 6H). 2.46(br s. 4H), 2.25(s. 3H), 1 .94(m, 
1H), 1.65(d. 3H, J=6.62 Hz), 1.25(t, 3H, J=7.17 Hz), 0.95(cl, 6H, J=6.62 Hz). 

Ethyl 2-{2-methyl-4-[({4-{[4-(2-thienylcarbonyl)-1-p!perazinyllmethyl}-2-[4- 
5 (tiifluoromethy»pheny»l-1.3-thiazol-5^l>methyl>sulfanyqphenoxy}propanoate 

NMR (CDCy 300MHz 8 8.01(d, 2H, J=8.28 Hz). 7.68(d, 2H. J=8.28 Hz). 7.45(d, 1H, 
J=4.97 Hz), 7.30(d. 1H. J=3.59 Hz), 7.25(d. 1H, J=2.21 Hz), 7.15(dd, 1H, J=8.28, 2.21 Hz), 7.05(m, 
1H). 6.60(d. 1H. J=8.28 Hz). 4.74(q, 1H. J=6.71 Hz). 4.31(s, 2H), 4.19(q. 2H, J=7.G8 Hz), 3.78(t, 4H. 
J=4.69 Hz). 3.56(s, 2H), 2.55(t. 4H. J=4.69 Hz), 2.25(s. 3H), 1.65(d, 3H. J=6.71 Hz), 1.25(t. 3H. 
10 J=7.08 Hz). 

Phenyl 4-{[5-({[4-(2-ethoxy-1-methyl-2-oxoethoxy)-3-methylphenyllsulfanyl}methyl)-2-(4- 
fluorophenyl)-1 ,3-thiazp»-4-vl]m9thyl}-1 -piperazinecarboxylate 

NMR (CDCIa) 400MHz 8 7.85(m, 2H). 7.33(m. 2H), 7.15(m, 7H), 6.57(d. 1H, J=8.61 Hz), 
15 4.69(q, 1 H, J=6.78 Hz), 4.27(s. 2H). 4.14(q. 2H, J=7.14 Hz), 3.63(br s. 4H), 3.50(s, 2H). 2.49(br s, 
4H), 2.23(s. 3H). 1.60(d, 3H, J=6.78 Hz), 1.22(t. 3H. J=7.14 Hz). 

Ethyl 2-{4-[({4-({4-I4-(dimethYlamino)benzoyn-1-piperazinyl}methyl)-2-r4- 
(trinuofoniethyl)phenvll-1.3-thlazol-5-yl}methyl)sulfanYll-2-methylphenoxy>propanoate 

20 'H NMR (CDCy 300MHz 5 8.01 (d. 2H, J=8.28 Hz). 7.68(d, 2H, J=8.28 Hz). 7.37(d. 2H, 

J=8.83 Hz). 7.25(d, 1H, J=2.21 Hz). 7.15(dd, 1H, J=8.28. 2.21 Hz). 6.68(d, 2H, J=8.83 Hz), 6.60(d, 
1H, J=8.28 Hz), 4.73(q, 1H, J=6.71 Hz), 4.32(s, 2H). 4.20(q. 2H. J=7.17 Hz), 3.67(br s, 4H). 3.55(s. 
2H), 3.02(s, 6H). 2.51 (br s. 4H). 2.26(s. 3H). 1.65(d. 3H. J=6.71 Hz), 1.25(t. 3H. J=7.17 Hz). 

25 Ethyl 2■{4^({4-{[4-(cyclohexylcarbonyl)-1 -piperazinyllmethyl>-2-I4^trif luoromethyl)phenyll-1 ,3- 
thiazol-S-yl}methYl)sulfanyll-2-inethylphenoxy}propanoate 

^H NMR (CDCI3) 300MHz 8 8.00(d, 2H, J=8.28 Hz), 7.68(d, 2H, J=8.28 Hz), 7.26(d, 1H, 
J=2.21 Hz), 7.14(dd, 1H. J=8.28, 2.21 Hz), 6.59(d. 1H, J=8.28 Hz). 4.73(q. 1H. J=6.71 Hz), 4.30(s. 
2H), 4.20(q, 2H. J=7.08 Hz), 3.58(m, 6H). 2.47(m, 5H), 2.26(s, 3H), 1.63(m. 11H), 1.27(m, 5H), 

30 

Ethyl 2-{2-niethyl-4-[({4-({4-[(methylamino)carbonyn-1-plperazinyl}methyl)-2-[4- 
(trmuoroinethyl)phenvn-1^-thiazol-5-yl}methyl)sulfanyl]phenoxy}propanoate 

^H. NMR (COaa) 300MHz 6 8.01 (d, 2H, J=8.28 Hz), 7.67(d. 2H, J=8.28 Hz), 7.27(d. 1 H, 
J=2.21 Hz), 7.14(dd, 1H. J=8.55, 2.21 Hz), 6.53(d, 1H, J=8.55 Hz), 4.84(m, 1H). 4.70(q, 1H, J=6.90 
35 Hz), 4.25(m. 4H). 3.52(m, 2H), 3.29(m, 4H). 2.80(d, 3H, J=4.42 Hz), 2.35(t, 4H, J=4.83 Hz), 2.22(s. 
3H), 1 .64(d. 3H, J=6.90 Hz). 1 .25(t. 3H. J=7.1 7 Hz). 

Ethyl 2-{4-r({4-((4-f(ferf-butylamino)carbonvn-1-piperazinyl>methyl)-2-[4- 
(trifluoromethyl)ph nvn-1.3-thlazol-5-yl}methyl)sulfanyn-2-methylphenoxy}propanoate 
40 ^H NMR (CDCI3) 300MHz 8 8.00(d, 2H, J=8.28 Hz), 7.67(d, 2H, J=8.28 Hz). 7.27(d. 1 H. 

J=2.21 Hz), 7.14{dd. 1H. J=8.28, 2.21 Hz), 6.56(d, 1H, J=8.28 Hz), 4.72(q. 1H, J=6.81 Hz). 4.42(s, 
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1H), 4.33(d. 1 H. J .63 Hz). 4.26(d. 1H. J=63 Hz), 4.20(q, 2H, J=7.08 Hz). 3.53(s. 2H), 3.29(m, 4H), 
2.40(t, 4H. J=4.69 Hz), 2.25(s. 3H), 1.63(d, 3H, J=6.81 Hz). 1.35(s. 9H), 1.25{t, 3H, J=7.09 Hz). 

Ethyl 2-{4-[({4-({4-[(4-methoxyanlllno)carbonyl]-1-piperazinyl}methyl)-2-r4- 
5 (trifluoromethyl)phenyll-1,3-thlazol-5-yl)methyl)sutfanyll-2-methylphenoxy}propanoate 

^H NMR (CDCI3) 300MHz 8 8.05(d. 2H. J=8.28 Hz), 7.73(d. 2H, J=8.28 Hz). 723(m, 4H), 
6.84(d, 2H. J=6.90 Hz). 6.66(d, 1H. J=8.55 Hz), 4.83(q. 1H. J=6.76 Hz), 4.36(d, 1H. J=63 Hz). 4.30(d. 
1H. J=.63 Hz), 4.16(q, 2H, J=7.08 Hz), 3.75(s. 3H), 3.46(m, 6H). 2.43(t. 4H, J=4.83 Hz), 2.21 (s, 3H). 
1 .58(d, 3H, J=6.76 Hz), 1 .20(t, 3H, J=7.08 Hz), 

10 

Ethyl 2-{2-methyl-4-[({4-[(4-{[(2-phenylethyl)amino]carbonyi}-1-piperazinyl)methyll-2-[4- 
(trlfluoromethvl)phenyl]-1,3-thlazol-S-yl}methyl)sulfanyllphenoxy}propanoat e 

^H NMR (CDCI3) 300MHz S 8.01 (d, 2H. J=8.28 Hz), 7.68(d, 2H. J=8.28 Hz). 7.24(m, 7H), 
6.57(d, 1H, J=8.55 Hz). 4.74{m, 2H). 4.33(d. 1H, J .35 Hz), 4.26(d. 1H, J .35 Hz). 4.20(q, 2H. J=7.04 
15 Hz). 3.50(nn, 4H). 3.28(m, 4H), 2.84(t, 2H, J=7.04 Hz). 2.38(t. 4H. J=4.83 Hz). 2.25(s, 3H), 1 .65(d, 3H, 
J=6.62 Hz), 1.26(t, 3H, J=7.04 Hz). 

Ethyl 2-{2-methyl-4-[({4-{[4-(phenylsulfonyi)-1-piperazinyl]methyl}-2-r4-(trlfluoroinethyl)phenyll- 
1,3-thlazol-5-yl}methyl)sulfanyl]phenoxy}propanoate 

20 ^H NMR (CDCI3) 300MHz 8 7.97(d, 2H. J=8.28 Hz), 7.77(d. 2H, J=8.28 Hz), 7.59(m, 5H). 

7.20(d, 1H. J=2.21 Hz), 7.10(dd, 1H, J=8.55, 2.21 Hz), 6.58(d. 1H. J=8.55 Hz). 4.73(q. 1H, J=6.71 
Hz), 4.19(m. 4H). 3.48{s. 2H), 3.07(brs, 4H). 2.56(brs. 4H). 2.25(s. 3H). 1.65(d. 3H. J=6.71 Hz), 
1.25(t, 3H, J=7.04Hz), 

25 Ethyl 2-{2-methyl-4-[({2-[4-(trifluoromethyi)phenyl]-4-[(4-{[4-(trifluoromethyl)phenyl]sulfonylM- 
piperazlnyl)methyl]-1,3-thiazol-5-yl}methyl)sulfanyl]phenoxy}propanoate 

'H NMR (CDCI3) 300MHz 5 7.98{d. 2H, J=8.28 Hz). 7.90(d, 2H, J=8.55 Hz), 7.81 (d, 2H. 
J=8.55 Hz). 7.67(d, 2H, J=8.28 Hz), 7.21(d, 1H. J=2.21 Hz), 7.10{dd, 1H, J=8.28, 2.21 Hz). 6.58(d. 
1 H. J=8.28 Hz), 4.74(q. 1 H. J=6.71 Hz), 4.21 (m, 4H), 3.49(s. 2H). 3.09(br s, 4H), 2.58(br s, 4H). 

30 2.24(s, 3H), 1 .66(d. 3H. J=6.71 Hz), 1 .26(1, 3H. J=7.1 7 Hz), 

Ethyl 2-{4-[({4-({4-[(4-methoxyphenyl)8ulfonyll-1 ■plperazlnyl>niethyl)-2-[4- 
(trifluoroniethyl)phenyll-1,3-thlazol-5-yl}methyl)sulfanyll-2-methylphenoxY}propanoate 

^H NMR (CDCI3) 300MHz 5 7.97(d, 2H, J=8.28 Hz), 7.67(m, 4H), 7.20(d, 1H. J=2.21 Hz). 
35 7.09(dd, 1H. J=8.55, 2.21 Hz), 6.99(d. 2H, J=8.83 Hz), 6.58(d. 1H, J=8.55 Hz), 4.74(q, 1H, J=6.71 
Hz), 4.20(m. 4H). 3.87(s, 3H). 3.49(s, 2H). 3.Q5(brs, 4H), 2.54(br s, 4H), 2.24(s, 3H), 1.66(d, 3H. 
J=6.71 Hz). 1.25(t. 3H. J=7.04 Hz), 



Ethyl 2-{4-[({4-{r4-(ethvlsulfonyl)-1 -piperazlnvl1methyl}-2-r4-(triflu romethyl)phenyil-1 .3-thlazol. 
40 5-vl}methyl)sulfanyl1-2-methylphenoxy}pr panoate 
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NMR (CDCI3) 300MHz 5 8.00(d, 2H. J=8.28 Hz), 7.68(d, 2H. J=8.28 Hz), 7.26(d. 1H, 
J=2.48 Hz), 7.1 5(d. 1H. J=2.48 Hz), 6.59(d, 1H, J=8.28 Hz), 4.74(q, 1H. J=6.81 Hz), 4.28(s, 2H). 
4.20(q. 2H, J=7.17 Hz). 3.55(s. 2H), 3.32(t, 4H. J=4.69Hz), 2.96(q, 2H, J=7.45 Hz), 2.55(br s. 4H), 
2.25(s, 3H), 1.65(d, 3H. J=6.81 Hz), 1.38(t. 3H, J=7.45 Hz). 1.25(t. 3H. J=7.17 Hz). 

5 

Ethyl 2-{2-methyl-4-rtf4-(r4-(methvlsulfonvl)-1-piperazinyOmethvl>-244-(trifluoromethyl)phenyll- 
1,3-thiazol-5-vl}mBthyOsulfanyl]phenoxy}propanoate 

^H NMR (CDCI3) 300MHz 5 8.00(d. 2H. J=8.55 Hz). 7.68(d. 2H. J=8.55 Hz), 7.26{d. 1H. 
J=2.21 Hz). 7.15(dd. 1H, J=8.55, 2.21 Hz). 6.59(d. 1H. J=8.55 Hz). 4.73(q. 1H. J=6.71 Hz), 4.27(s. 
10 2H). 4.20(q. 2H. J=7.17 Hz). 3.56(s. 2H). 324{t, 4H. J=4.55 Hz). 2.78(s. 3H). 2.58(t. 4H, J=4.55 Hz). 
2.24(s, 3H). 1.64(d, 3H. J=6.71 Hz). 1.25(t. 3H. J=7.17 Hz). 

Ethyl 2-{4-[({4-[(4-{r4-(acetylamino)phenyl]sulfonyl}-1-piperazinyl)methyl]-2-[4- 
(trmuoromethyi)phenvn-1.3-thlazoi-5-vl}mathyl)8ulfanvn-2-methviphenoxy}propanoate 

15 ^H NMR (CDCI3) 300MHz 5 8.40(s. 1H), 7.96(d, 2H, J=8.28 Hz). 7.66(m, 6H), 7.16(d. 1H, 

J=2.21 Hz), 7.07(dd. 1H, J=8.28, 2.21 Hz), 6.56(d, 1H, J=8.28 Hz). 4.73(q. 1H, J=6.71 Hz), 4.22(ni. 
4H). 3.51 (s, 2H), 3.03(br s. 4H), 2.55(br s, 4H). 2.19(m. 6H). 1.65(d, 3H, J=6.71 Hz). 1.27(1. 3H. 
J=7.04 Hz). 

20 Ethyl 2-{4-[({4-({4-[(4-fluorophenyl)sulfonyll-1-plperazinyl}methyl)-2-[4-(trifluoromethyl)phenyll- 
1.3-thiazo[-5-yl}methyl)sulfanyll-2-methylphenoxy}propanoate 

^H NMR (CDCI3) 300MHz 5 7.97(d. 2H. J=8.28 Hz). 7.77(m, 2H), 7.66(d. 2H. J=8.28 Hz), 
7.22(m, 3H). 7.10(dd, 1H. J=8.55. 2.21 Hz), 6.58(d. 1H, J=8.55 Hz); 4.74(q. 1H. J=6.81 Hz). 4.20(m, 
4H), 3.49(8. 2H). 3.07(br s, 4H), 2.57(t, 4H, J=4.42 Hz), 2.24(s. 3H), 1.65(d. 3H, J=6.81 Hz). 1.27(t, 

25 3H. J=7.17Hz), 

Ethyl 2-{4-r({4-l[4-(2-furoyl)-1-plperazinynmethyl}-2-t4-(trlfluoromethvl)phenyll-1.3-thiazol-S- 
Yl>methvl)sulfanyil-2-methylphenoxy}propanoate 

'H NMR (CDCI3) 300MHz 8 8.00(d. 2H, J=8.28 Hz), 7.67(d, 2H, J=8.28 Hz). 7.48(s, 1H). 
30 7.24(d, 1 H, J=2.21 Hz), 7.15(dd, 1 H, J=8.28, 2.21 Hz), 6.99(d. 1H. J=3.59 Hz), 6.60(d, 1H. J=8.28 

Hz). 6.48(m, 1H). 4.73(q. 1H, J=6.71 Hz). 4.31 (s. 2H), 4.20(q, 2H. J=7.08 Hz), 3.83(br s. 4H). 3.55(s. 
2H), 2.54(t. 4H, J=4.83 Hz), 2.25(s. 3H). 1.64(d, 3H. J=6.71 Hz). 1.24(t. 3H. J=7.08 Hz), 

Ethyl 2-{4-[({4-({4-[(isopropylamino)carbonyI]-1-plperazinyl}methyl)-2-[4- 
35 (trifluo romethvl)phenyll-1,3-thla2ol-S-yl}methyl)sulfanyl]-2-methylphenoxy}propanoate 

^H NMR (CDCI3) 300MHz 6, 8.01 (d. 2H, J=828 Hz). 7.67(d. 2H. J=8.28 Hz), 7.27(d, 1H. 
J=1.93 Hz). 7.14(ddd. 1H. J=8.55. 2.21, 0.55 Hz). 6.55(d, 1H, J=8.28 Hz). 4.72(q. 1H. J=6.81 Hz). 
4.47(d, 1H, J=7.17 Hz), 4.26(m, 4H), 3.99(m, 1H), 3.52(m, 2H). 3.29(m, 4H). 2.37(t. 4H. J=4.69 Hz). 
2^4(8. 3H), 1.64(d. 3H. J=6.62 Hz). 1.25(t. 3H. J=7.17 Hz). 1.15(m. 6H). 
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Ethyl 2-{4-r(f 4-(r44methoxyacetvl>-1 -plperazinynmethvl>-2-r4-(trifluorometiiyl)phenvll-1 .3- 
thiazol-5-yl>methyl)sulfanyl]-2'methvlphenoxy)propanoate 

NMR (CDCy 300MHz 5 8.00(d, 2H, J=8.28 Hz), 7.67(d, 2H, J=8.28 Hz), 7.24(d, 1H, 
J=2.21 Hz). 7.14(dd, 1H, J=8.28. 2.21 Hz). 6.58(d. 1H, J=8.28 Hz), 4.73(q. 1H, J=6.71 Hz), 4.29(s, 
5 2H), 4.20(q. 2H. J=7.1 7 Hz), 4.1 0(s. 2H), 3.64(m, 2H), 3.54(s, 2H), 3.48(m. 2H), 3.42(s, 3H), 2.47(m, 
4H), 2.25(s, 3H). 1.64(d, 3H, J=6.71 Hz), 1.24(t, 3H, J=7.17 Hz), 

Ethyl 2-{4-[({4-[(4-isobutyryl-1 -piperazinyl)methyl]-2-[4-<trifluoromethyl)phenyl]-1 ,3-thiazol-5- 
yl}fnethyl)sulfanyll-2-methylphenoxy}propanoate 
10 ^H NMR (CDCI3) 300MHz 5 8.00(d, 2H. J=8.28 Hz), 7.68(d, 2H, J=8.28 Hz), 7.24(d, 1 H, 

J=2.48 Hz). 7.14(dd, 1H, J=8.55, 2.48 Hz), 6.59(d, 1H, J=8.55 Hz), 4.74(q, 1H, J=6.71 Hz). 4.30(s, 
2H), 4.20(q, 2H, J=7.17 Hz). 3.58(nn, 6H), 2.79(m, 1H). 2.46(t. 4H. J=4.55 Hz). 2.24(s, 3H). 1.64(d. 3H, 
J=6.71 Hz), 1.24(t, 3H, J=7.17 Hz), 1.13(d. 6H, J=6.71 Hz), 

15 Ethyl 2-{4-[({4r{[4-(2,2-<iimethylpropanoyl)-1-plpei^lnyllmethyl}-2^4-(trifluoromethy^ 
1,3-thiazol-5-vl}methyl)sulfanyl]-2-methylphenoxy}propanoate 

^H NMR (CDCy 300MHz 6 8.00(d. 2H, J=8.28 Hz), 7.68(d, 2H, J=8.28 Hz). 7.24(d. 1H. 
J=2.21 Hz). 7.15(dd. 1H. J=8.28, 2.21 Hz), 6.60(d, 1H, J=8.28 Hz). 4.73(q. 1H, J=6.71 Hz), 4.31(s, 
2H), 4.20(q, 2H, J=7.08 Hz). 3.66(t, 4H, J=4.69 Hz), 3.52(s, 2H), 2.48(t, 4H, J=4.69 Hz), 2.26(s, 3H), 
20 1 .65(d, 3H, J=6.71 Hz), 1 27{m, 1 2H), 

Ethyl 2-{4-[({4-({4-[(4-fluoroanllino)carbonyl]-1-piperazlnyl}methyl)-2-[4- 
(trifluoromethyl)phenylM.3-thlazol-5-yl}methyl)suifanvn-2-tnethylphenoxy}propanoate 

<H NMR (CDCI3) 300MHz 5 8.04(d. 2H, J=8.28 Hz). 7.69(d, 2H. J=8.28 Hz), 7.33(m, 2H), 
25 7.17(dd. 1H. J=8.55, 2.21 Hz), 6.96{m. 2H). 6.52(d, 1H. J=8.55 Hz), 4.72(q. 1H, J=6.90 Hz), 427(m, 
4H). 3.59(d, 1H, J .52 Hz), 3.51 (d, 1H, J .52 Hz), 3.34(m, 4H). 2.33(t, 4H, J=4.97Hz), 2.22(s, 3H), 
1.62(d. 3H, J=6.90 Hz), 1.26(t, 3H. J=7.17 Hz), 

Ethyl 2-{4-[({4-({4-[(3-methoxyaniIino)carbonyll-1-plperazlnyl}methyn-2-t4- 
30 (trifluoromethyI)phenyn-1,3-thiazol-5-yl}methyl)sulfanyl]-2-methylphenoxy}propanoate 

^H NMR (CDCI3) 300MHz 6 8.04(d. 2H, J=8.28 Hz). 7.69(d, 2H. J=8.28 Hz). 7.31(d. 1H, 
J=2.21 Hz), 7.1 6{m. 2H), 6.89{m, 2H), 6.59(dd, 1H, J=8.28, 2.21 Hz), 6.53(m, 1H), 4.73(q. 1H, J=6.90 
Hz), 4.27(m, 4H), 3.79(8. 3H), 3.56(m, 2H), 3.37(m, 4H), 2.36(t, 4H, J=4.69 Hz), 2.23(s, 3H), 1.63(d. 
3H, J=6.90 Hz). 1.26(t, 3H, J=7.17 Hz), 

35 

Ethyl 2-{4-[({4-f f4-(aminocarbonyl)-1 -plperazinyllmethyl}-2-[4-(trifluoromethyl)phenvlM .3. 
thla2ol-5-yl}methyl)8ulfanyll-2-methvlphenoxy}propanoate 

'H NMR (CDCIs) 300MHz 5 8.01 (d, 2H, J=8.28 Hz). 7.68(d, 2H, J=8.28 Hz). 7.26(d, 1H. 
J=2.21 Hz), 7.15(dd. 1H. J=8.55, 2.21 Hz). 6.56(d. 1H. J=8.55 Hz). 4.83(s. 2H), 4.71(q. 1H. J=8.81 
40 Hz), 4.26(m. 4H). 3.55(m, 2H), 3.34(m, 4H), 2.41 (t, 4H. J=4.55 Hz), 2.24(s, 3H), 1 .63(d, 3H, J=6.81 
Hz). 1.25(t.3H, J=7.04Hz), 
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Ethyl 2--{4-[({4-({4-[(cyciohexylamino)carbonvl]»1-pipera2invl}methyl)-2-[4- 
(trmuoromethyl)phenyl]-1,3-thiazol-5>>yl}methyl)sulfanyl]-2-methylphenoxy}^ 

NMR (CDCI3) 300MHz 5 8.00(d, 2H. J=8.28 Hz), 7.67(d. 2H, J=8.28 Hz), 7.26(d, 1H, 
5 J=2.21 Hz), 7.14(dd, 1H. J=8.55, 2.21 Hz). 6.54(d. 1H. J=8.55 Hz). 4.72(q. 1H. J=6.81 Hz). 4.49(d, 
1H, J=7.45 Hz). 4.25(m, 4H), 3.64(m. 1H). 3.52(m, 2H). 3.28(m. 4H), 2.38(t. 4H, J=4.83 Hz). 2.24(s. 
3H). 1.95(m. 2H). 1.65(m. 7H), 1.38(m. 2H). 1.24(t. 3H. J=7.04 Hz). 1.10(m. 2H). 

Ethyl 2^2^methvl^4-r({4-({4^[(propylamino)carbonyl]-1-plperaz^nvl}methyl)^2^4■ 
10 (trifiuoromethvnphenyll-1,3-thiazol-5-yl}methynsulfany nphenoxy}propanoate 

^H NMR (CDCI3) 300MHz 5 8.01 (d. 2H, J=8.00 Hz), 7.68(d, 2H, J=8.00 Hz). 7.27(d, 1H, 
J=2.21 Hz), 7.14(dd. 1H, J=8.28, 2.21 Hz), 6.54(d, 1H. J=8.28 Hz), 4.75(m. 2H), 4.26(m, 4H). 3.53(m. 
2H), 3.33(m. 4H). 3.1 9(m, 2H). 2.36(t, 4H. J=4.69 Hz). 2.23(s, 3H), 1.64(d. 3H. J=6.90 Hz), 1.52{m. 
2H), 1 .25(t, 3H. J=7.17 Hz), 0.92(t, 3H, J=7.45 Hz), 

15 

Ethyl 2^44({4>({4-[(ethylamino)carbonyl]-1-piperazinyl}methyl)"2-[4-(trtf^ 
1 .3-thiazol-5-yl}methyl)sulfanyl]-2-methylphenoxy}propanoate 

^H NMR (CDCI3) 300MHz 6 8.02(d, 2H, J=8.28 Hz). 7.69(d. 2H. J=8.28 Hz). 7.27(d, 1 H, 
J=2.21 Hz), 7.15(dd. 1H. J=8.55. 2.21 Hz), 6.54(d. 1H. J=8.55 Hz). 4.72(m, 2H), 4.26{m. 4H), 3.54(m, 
20 2H). 3.29(m, 6H), 2.38(t. 4H. J=4.28 Hz). 2.25(s. 3H). 1 .65(d. 3H. J=:6.90 Hz), 1 .26(t. 3H. J=7.04 Hz), 
1.15(t.3H.J=7.31 Hz). 

Ethv!r2HTiethyM-({r4-{[3-(5HrnethyN1.2,4-oxadiazoi-3-yl)phenoxylmethyl}-2» tf 
jtrifluoromethyl}phenyl)-1,3-thiazoi-5-yi]methyl}sulfanyl)phenoxylacetate 

25 To a stirred solution of ethyl [4-({[4-(hydroxymethyl)-2-(4-{trifIuoromethyl}phenyl)-1 .3-thiazoI-5- 

yl]methyl}sulfanyi)-2-methylphenoxy]acetate (40mg. O.OOmmoIes. leq) in dry toluene (2ml) was added 
3-(6-methyl-1,2.4-oxadiazol-3-yl)phenol (15mg. 0.088mmoles, 1.1eq) followed by triphenylphosphine 
(25mg, 0.096mmoles, 1.2eq) as a solid. Diisopropylazodicarboxylate (0.017ml, 0.088mmoles, 1.1eq) 
was then added dropwise and the reaction was stirred for 2 hours at room temperature. The reaction 

30 was then partitioned between EtOAc and HgO. After the separation of the phases the organic phase 
was washed with 0.1 N NaOH, brine, dried over Na2S04. filtered, concentrated in vacuo and purified 
via flash chromatography (10% EtOAc/Hexanes to 35% EtOAc/Hexanes) to yield 40mg (76%) of 
product. 

(CDCI3) 400MHz 5 8.02(d, 2H, J=8.20 Hz). 7.68(m, 4H), 7.38(t. 1H. J=7.95 Hz), 7.1 9(d. 
35 1H, J=1.54). 7.12(dd, 1H. J=8.37. 2.39 Hz). 7.06(dd, 1H, J=8.20. 2.39 Hz). 6.57(d. 1H. J=8.20 Hz), 
4.95(8, 2H). 4.59(s. 2H). 4.27(s, 2H), 4.22(q, 2H, J=7.12 Hz), 2.65(s. 3H). 2.18(s. 3H). 1.25(t. 3H. 
J=7.12 Hz). TLC(50% EtOAc/Hexanes) R, = 0.76 



40 



The following compounds were made using the general Mitsunobu reaction conditions 
detailed above: 
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Ethyl 242-methvl-4"[({4^[3-(5Hiiethyl-1,2,4K>xadiazol-3-yl)phenoxylmethyi}-2"^^^ 
{trifluoromethyOphenyl]-1,3-thfazol-5-yl}methyl)su)fanyl]phenoxy}propanoate 

NMR (CDCI3) 400MHz 5 8.03(d, 2H. J=8.20 Hz), 7.69(m, 4H), 7.39(m. 1 H), 7.20(m. 1 H), 
7.09(m. 2H). 6.55(d. 1 H. J=8.37 Hz), 4.99{d. 1H. J .62 Hz), 4.95(d, 1H, J .62 Hz). 4.70(q. 1H, J=6.78 
5 Hz), 4.16(q. 2H, J=7.18 Hz), 2.65(m, 3H), 2.18(s, 3H). 1.61(d. 3H, J=6.78 Hz), 1.20(t. 3H. J=7.18 Hz), 

Ethyl (2"methyl-4-{[(4-{[3-(5-methyl-1 ,2,4-oxadiazol-3-yl)phenoxy]methyl}-2-phenyl-1 ,3-thiazol-5- 

yl)methyllsulfanyl}phenoxy)acetate 

'H NMR (CDCI3) 400MHz 6 7.91 (m, 2H). 7.69(m, 2H), 7.40(m, 4H), 7.20(d, 1H. J=2.39 Hz), 
10 7.1 3(dd. 1 H, J=8.37. 2.39 Hz), 7.07(dd, 1 H. J=8.37, 2.39 Hz), 6.57(d. 1 H. J=8.37 Hz), 5.29(s. 2H). 
4.59{s, 2H), 4.27(s, 2H), 4.23(q. 2H, J=7.18 Hz), 2.65(s, 3H), 2.19(s, 3H), 1.27(t, 3H, J=7.18 Hz). 

Ethyl [2-methyl-4-({[2"(4'^trifluoromethyl}phenyl)-4-(phenoxymethyi)-1,3-thia20l-5" 
yl]methyl}suIfanyl)phenoxy]acetate 

15 ^H NMR (CDCI3) 300MHz 5 8.04(d. 2H. J=:8.23 Hz), 7.71(d. 2H, J=8.23 Hz). 7.34(m, 2H). 

7.23(d, 1H, J=2.39 Hz). 7.15(dd, 1H. J=8,49, 2.39 Hz), 7.00(m. 3H), 6.59(d, 1H. J=8.49 Hz). 4.94(s. 
2H). 4.64(s,2H), 4.27(m. 4H). 2.26(s. 3H). 1.32(t, 3H, J=7.17 Hz). TLC{30% EtOAc/Hexanes) R,= 
0.71 



20 Ethyl [2-methyl-4-{{[4-[(2-methylphenoxy)methyl]-2-(4-{trifluoromethyl}phenyl)"1,3-thiazol-5^ 
yllmethyl}sulfanyl)phenoxy]acetate 

^H (CDCI3) 300MHz 6 8.05(d, 2H, J=8.23 Hz). 7.72(d, 2H, J=8.23 Hz). 7.21 (m, 4H), 6.93(m. 
2H), 6.59(d, 1H, J=8.49 Hz). 5.00(s. 2H). 4.64(s. 2H). 4.29(m, 4H). 2.26(m, 6H), 1.32(t. 3H, J=7,17 
Hz). TLC(20% EtOAc/Hexanes) Rf = 0.70 

25 

Ethyl [2-methyl«4-({[4-[(3-methylphenoxy)methyll-2-(44trifiuoromethyl}phenyl)-1,3-thiazol-5« 
yi]methyl}sulfanyl)phenoxylacetate 

^H (CDCI3) 300MHz 5 8.05(d. 2H. J=8.49 Hz), 7.71 (d. 2H, J=8.49 Hz). 7.35(m. 1 H), 7.26(dd. 
1H, J=2.39. 0.53 Hz). 7.21 (t. 1H, J=7.43 Hz). 7.15(ddd. 1H. J=8.49. 2.39. 0.53 Hz). 6.81 (m, 2H). 
30 6.60{d, 1 H, J=8.49 Hz). 4.92(s, 2H). 4.65(s, 2H). 4.29(m. 4H). 2.38(s. 3H). 2.25(s, 3H). 1.32(t. 3H. 
J=7.17 Hz). TLC(20% EtOAc/Hexanes) R^ = 0.70 

Ethyl [2-methyl-4-({[44(4-methy!phenoxy)methyil-2-(4^trmuoromethyl}phenyO-1,3-thia2ol-5- 
yllmethyl>sulfanyl)phenoxy]acetate 

35 ^H (CDCI3) 300MHz 5 8.04(d. 2H, J=8.23 Hz), 7.71 (d. 2H, J=8.23 Hz), 7.27(dd. 1 H, J=2.39, 

0.80 Hz). 7.14(m. 3H), 6.88(d, 2H, J=8.49 Hz), 6.60(d, 1H, J=8.23 Hz), 4.92(s, 2H). 4.64(s. 2H). 
4.29{m. 4H), 2.33{s, 3H), 2.26(s. 3H). 1.32(t. 3H, J=7.1 7 Hz). TLC(20% EtOAc/Hexanes) = 0.70 



Ethyl [4-({[4-[(3-cyanophenoxy)nnethyll-2-(4-{trif luoromethyl}ph nvD-l >3-thiazo»-5" 
40 vnmethyl}sulfanyl)-2-methylphenoxylacetate 
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(CDCy 300MHz 5 8.03(d. 2H. J=8.23 Hz). 7.71 (d. 2H. J=8.23 Hz). 7.24(m. 6H), 6.61 (d. 
1H, J=8.23 Hz). 4,88(s, 2H), 4.67(s. 2H), 4.28(m. 4H). 2.24(s. 3H). 1.31(t. 3H. J=7.17 Hz) . TLC(20% 
EtOAc/Hexanes) R, = 0.52 

5 Ethyl [4-({[4>[(4-cvanophenoxv)methyll"2'-(44trifluoromethvllphenv i)-1.3-thiaz^^ 
vllmethylteulfanyl)-2-methylphenoxylacetate 

^H (CDCI3) 300MHz 5 8.03(d, 2H, J=8.23 Hz), 7.73(d, 2H. J=8.23 Hz), 7.61 (d. 2H. J=9.03 
Hz), 7.23(dd. 1H. J=2.39, 0.53 Hz), 7.14(ddd. 1H, J=8.49. 2.39. 0.53 Hz). 7.01 (d, 2H. J=9.03 Hz), 
6.59(d. 1H. J=8.49 Hz). 4.91(s. 2H), 4.66(s, 2H), 4.28(m. 4H). 2.25(s, 3H), 1.32{t, 3H, J=7.17 Hz) . 
10 TLC(20% EtOAc/Hexanes) = 0.52 

Ethyl [2-methvl-4-<{[4-{I4-(5-methy!-1^,4-oxadiazol-^-vnphenoxy]methyl}-2-(4- 
{trifluoro}methylphenyI)-1.3>'thlazol-5-yl]methyl}sulfanyl)phenoxy]acetate 

^H (CDCI3) 400MHz 5 7.99(m. 4H). 7.67(d, 2H. J=8.20 Hz), 7.21 (dd. 1H, J=2.39, 0.68 Hz), 
15 7.10(m. 1H). 7.02(m. 2H). 6.54(d. 1H. J=8,37 Hz), 4.90(s. 2H). 4.59(s. 2H). 4.23(m. 4H). 2.62(s. 3H). 
2.20(s. 3H), 1 .26(1, 3H, J=7.18 Hz) . TLC(50% EtOAc/Hexanes) Rf = 0.68 

Ethyl (2-methyI-4-{[(4>{[4-(5-methvl-1,2,4K)xadiazol-3-yl)phenoxy]methyl}-2-phenyl-1,3-thia^^ 
vl)methy!]sulfanyl}phenoxy>acetate 

20 'H NMR (CDCI3) 400MHz 5 7.98(d. 2H, J=8.89 Hz). 7.89(m, 2H), 7.42(m, 3H), 7.21 (d, 1 H. 

J=2.39 Hz). 7.10(dd, 1H, J=8.37, 2.39 Hz). 7.02(d, 2H. J=8.89 Hz), 6,54(d, 1H, J=8.37 Hz), 4.89(s, 
2H). 4.59(s. 2H). 4.23(q. 2H. J=7.18 Hz). 3.47{s, 2H). 2.62(s. 3H). 2.20(s, 3H). 1.27(t. 3H. J=7.18 Hz). 

Ethyl 2-{2-methy1'4^({4^I4-(5-^nethyN1,2,4K>xadiazol-3-yl)phenoxylmethyl}-^^^ 
25 (trifluoromethyl)phenyll-1.3-thiazol-5-yl}methyl)sulfanyl]phenoxy}propanoate 

NMR (CDCI3) 300MHz 5 8.04(m, 4H), 7.71(d, 2H, J=8.23 Hz), 7.25(d, 1H, J=2.39 Hz), 
7.11(dd. 1H, J=8.49, 2.39 Hz). 7.06(d, 2H, J=9.03 Hz). 6.57(d. 1H. J=8.49 Hz), 4.97(d. 1H. J .68 Hz), 
4.91(d, 1H. J .68 Hz). 4.73(q. 1H. J=6.81 Hz), 4.29(s. 2H). 4.20(q. 2H. J=7.17 Hz), 2.67(s. 3H). 2.23(s. 
3H). 1.65(d. 3H. J=6.81 Hz). 1.25(t, 3H. J=7.17 Hz), 

30 

Ethyl 2-(2-methyl-4-{[(4^[4>(5-methyl-1.2.4-oxadiazol-3-yl)phenoxy]methyl}-2-phenyl-1,3-^^ 
5'yl)methyllsulfanyl}phenoxv)propanoate 

^H NMR (CDCI3) 400MHz 5 7.99(d. 2H. J=9.06 Hz). 7.89(m, 2H). 7.42(m, 3H). 7.20(d. 1 H. 
J=2.22 Hz), 7.06(dd. 1H. J=8.37, 2.22 Hz), 7.02(d, 2H, J=9.06 Hz). 6.52(d, 1H, J=8.37 Hz), 4.89(d. 
35 1H, J .62 Hz), 4.85{d, 1 H, J .62 Hz). 4.68{q. 1H, J=6.78 Hz), 4.23{s. 2H). 4.17(q. 2H. J=7.12 Hz). 
2.62(s. 2H), 2.19{s, 3H), 1.61(d. 3H. J=6.78 Hz). 1.21(t, 3H, J=7.12 Hz), 

4-(Chloromethyl)'-2-methylphenyl methyl ether 

To a stirred solution of (4-methDxy-3-methyIphenyl)methanol (2.31 g. 15.18mmoles. leq) In 
40 anhydrous CHjClz (50ml, 0.3M) was added hexachloroethane (3.59g, 15.18mmoles, leq) and 
triphenylphosphine (3.98g, 15.18mnnol s. leq). This mixture was stirred at room temperature 
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overnight at which point the reaction was transfenred to a separatory funnel and washed with H2O, 
brine, dried over Na2S04, filtered, concentrated in vacuo and filtered through a plug of silica gel (30% 
EtOAc/Hexanes) to yield 2.59g (1 00%) of product. 

NMR {CDCI3) 400MHz 6 7.16(m, 2H), 6.76(d. 1H. J=8,10 Hz). 4.52(s, 2H), 3.81(s. 3H), 
5 2.19(5, 3H), 

{4"Methoxy-3-methylbenzyl)(triphenyl)phosphonium chloride 

To a 250ml round-bottom fiasi< equipped with a magnetic stir-bar and N2 iniet was added 4- 
(Chloromethyl)-2-methylphenyl methyl ether (2.59g. 15.18mmoles, 1eq), dry toluene (50ml, 0.3M) and 
10 triphenylphosphine (3.98g, 15.18mmoIes, 1eq). The reaction mixture was refluxed overnight. After 
cooling to room temperature the solvent was removed in vacuo, the residue washed with hexanes and 
the solid/liquid mixture was filtered to yield 4.48g (71%) of solid product. 

NMR (CDCI3) 400MHz 5 7.66(m, 15H), 6,93(m, 1H), 6.54(m, 2H). 5.24(d, 2H, J .79 Hz), 
3.68(s. 3H), 1.90(s, 3H), 

15 

4''[(Tetrahydro-2H-pyran-2-vloxy)methyl]-244-(triflUGromethyl)pheny!l-1,3-thiazole-5- 
carbaldehyde 

To a* stirred mixtureof pyridinium chlorochromate (6.9g, 32.12mmoles. 4eq) in dry CH2CI2 
(40ml, 0.2M) was added {4-[(tetrahydro-2H-pyran-2-yloxy)methyl]-2-[4-(trifluoroniethyl)phenyl]"1,3- 

20 thiazol-5-yl}methanol (3.0g, 8.03mmoles, leq) in CH2CI2 {10ml). The mixture was stin*ed at room 

temperature for 4 hours at which time the reaction mixture was quenched by allowing it to stir with sat. 
NaHCOa- Once the quenching had ceased the reaction was filtered through Celite and the filtrate was 
transferred to a separatory funnel where the phases were separated. The organic phase was dried 
over Na2S04 and concentrated in vacuo to yield 2.1 8g (73%) of clean aldehyde. The crude product 

25 was used without purification. 

^H NMR (CDCI3) 4OOMH2 5 10.39(s. 1H), 8.09(d. 2H, J=8.28 Hz), 7.70(d, 2H. J=8,28 Hz). 
5.22(d, 1H, J .97 Hz). 4.96(d. 1H. J .97 Hz). 4.83(m. 1H), 3.87(m, 1H), 3.58(m. 1H). 1.81(m, 2H), 
1.61 (m.4H). 

30 5-I(£l-2-{4-Methoxy-3-methyiphenyl)ethenyiM'[(tetrahydro-2H-pyran-2-yloxy)niiethytl-2-[^^ 
(trifluoromethyt)phenyll-1,3-thiazole 

To a suspension of NaH (60% dispersion in mineral oil, 242mg, 6.32mmoles, 1.4eq) in dry 
CH2CI2 (15ml) was added (4-Methoxy-3-methylbenzyl)(triphenyI)phosphonium chloride (2.62g, 
6.32mmoles, 1 .4eq). This was allowed to stir at room temperature for 1 .5 hours followed by the 
35 dropwise addition of 4-[(tetrahydro-2H-pyran-2-yloxy)methyl]-2-[4-(trifluoromethyl)phenyl]-1 ,3-thiazole- 
5-carbaldehyde (1.68g, 4.51mmoles, 1eq) In anhydrous carbon tetrachloride (25ml). The resulting 
reaction mixture was refluxed overnight at which point (after cooling to room temperature) the reaction 
was washed with 1 N NaOH, H2O, brine, dried over Na2S04 and concentrated in vacuo to yield a 
>100% yield of a light green oil. The crude material was used without purification. 
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NMR (CDCIa) 400MHz 5 8.05(d, 2H, J=8.24 Hz), 7.68(d, 2H. J=8.24 Hz). 7.29(m, 3H), 
6.85(m, 2H). 4.98(d, 1H. J=12.09 Hz). 4.81{m. 2H). 4.01(m, 1H). 3.86(s, 3H). 3.62(m. 1H), 2.26(s, 3H). 
1.72(m.6H). 

5 {5-[2-(4-IVIethoxy^3-methylphenyl)ethyl^2Wtrifluo^omethyl)phGny^^1,34hi 

To a stirred solution of 5-[(E)-2-(4-Methoxy-3-methylphenyl)ethenyl]-4-.[(tetrahydro-2H-pyran- 
2-yloxy)methyl]-2-[4-(trjfluoromethyl)phenyl]-1,3-thla2ole (2.20g, 4.51mmoles. 1eq) In EtOH (50ml. 
0.1M) was added 10%Pd/C (500mg). The system was degassed using an aspirator and was 
introduced via a balloon. The reaction was heated to 60 °C overnight which, after cooling to room 
10 temperature, was filtered through Celite, washed with EtOAc and concentrated in vacuo. This 
reaction yielded after chromatography 760mg (41%) of clean alcohol. 

NMR (CDCI3) 400MHz 5 7.98(d, 2H, J=8.24 Hz), 7.66(d, 2H, J=8.24«Hz). 6.91 (m. 2H), 
6.72(d, 1M, J=8.10 Hz). 4.54(s. 2H). 3.80(s, 3H). 3.1 1(t, 2H. J=7.42 Hz), 2.87{V2H. J=7.42 Hz). 
2.1 8(s. 3H), 2.05(brs. 1H). 

15 

4-(Bromomethyl)-542'(4-methoxy-3-methylphenyl)ethyn-2-[4-(trifluoromethyl)pheriy^ 
thiazoie 

To a iOOml round-bottom flask equipped with a magnetic stir-bar and N2 inlet was added {5- 
[2-(4-Methoxy-3-methylphenyl)ethyl]-2-[4-(trifluoromethyi)phenyl]-1,3-thiazoM-yl}methanol(0.708g. 
20 1 .74mmoIes, 1 eq), CH2CI2 (20ml), carbon tetrabromide (0.634g, 1 .91 mmoles, 1 .1 eq) and 

triphenylphosphine (0.501 g, 1.91 mmoles, 1.1 eq) in that order. The reaction was stirred overnight at 
which time it was diluted with CH2CI2 and washed with HgO, brine, dried over Na2S04, concentrated in 
vacuo and purified via silica gel chromatography to yield 573mg (70%) of product. 

NMR (CDCI3) 400MHz 5 7.97(d, 2H, J=8.10 Hz), 7.64(d, 2H, J=8.10 Hz), 6.94(m, 2H), 
25 6.73(d, 1H. J=8.10 Hz). 4.46(m. 2H). 3.79(m. 3H), 3.12{t. 2H. J= 7.24 Hz). 2.91(t, 2H, J=7.24 Hz), 
2.1 9(s, 3H). 



4,(2-{4-(Bromomethyl)-2-[4-(trlfluoromethyl)phenyn-1>3-thiazol-5-yi}ethyl)-2-methy!phenoi 
To a 50ml round-bottom flask equipped with a magnetic stir-bar, an addition funnel and N2 

30 inlet was added 4-(Bromomethyl)-5-[2-{4-methoxy-3-methyIphenyI)ethyI]-2-[4-(trifluoromethyl)phenyi]- 
1.3-thiazole (468mg. I.Ommoles, 1eq) and dry CH2CI2 (15ml, 0.1M). The mixture was cooled to ~78°C 
(dry ice/acetone) after which boron tribromide (1M in CH2CI2, 3ml, 3.0mmoles, 3eq) was added 
dropwise over the course of ISminutes. After the addition was complete, the cold bath was removed 
and the reaction was allowed to wamn to room temperature and stirred for 1 hour. After this time, the 

35 reaction was cooled to 0 *'C and quenched very carefully with water. Once the reaction was 

quenched, it was transfen-ed to a separatory funnel where the phases were separated. The aqueous 
fraction was washed three times with CH2CI2 and the combined organic tractions were dried over 
Na2S04, filtered, concentrated in vacuo to yield a quantitative yield of the titled phenol. The product 
was used without purification. 
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NMR (CDCI3) 400MHz 5 7.96(d, 2H. J=8.28 Hz), 7.65(d. 2H. J=8.28 Hz). 6.93(m, 1H). 
6.85{d, 1H, J=8.10 Hz). 6.68(d. 1H. J=8.10 Hz). 5.42(br s. 1 H), 4.45(s. 2H). 3.10(t, 2H, J=7.41 Hz). 
2.89(t. 2H, J=7.41 Hz), 2.20(s. 3H). 

5 The following compounds were made by amine displacement as described above for General 

All^ylation with an Amine: 

4-<2-{4-{[4-(4-Methoxyphenyl)-1-piperazinyllmethyi}-2-[4-(trifluoromethyl)p^ 
yl}ethyl)-2-methylphenol 

10 ^H NMR (CDCI3) 400MHz 5 7.94(d. 2H. J=8.28 Hz). 7.59(d, 2H, J=8.28 Hz). 6.91 (d, 1H. 

J=2.24 Hz). 6.86(d, 2H, J=9.31 Hz). 6.80(d. 2H. J=9.31 Hz), 6.74(dd, 1H. J=8.10. 2.24 Hz), 6.58(s. 
1H). 6.51(d. 1H, J=8.10 Hz), 3.73(s, 3H). 3.58(s, 2H), 3.12(t. 2H, J=7.50 Hz). 3.05{t. 4H. J=:4.48 Hz), 
2.84(t. 2H. J=7.50 Hz). 2.64{t. 4H. J=4.48 Hz). 2.20{s. 3H). 

15 1^444-({542-(4-Hydroxy-3-methylphenyl)ethyll-2-[4-Ktrifluoromethyl)phenyll-1,34hia2oM 
yl}methy!)'1-piperazinyllphenyl}ethanone 

^H NMR (CD3OD) 400MHz 5 8.07(d, 2H, J=8.28 Hz), 7.85(d, 2H, J=9.14 Hz), 7.73(d, 2H, 
J=8.28 Hz), 6.92(d. 2H. J=9.14 Hz). 6.88(d, 1H, J=2.24 Hz). 6.77{dd. 1H, J=8.28. 2.24 Hz), 6.60(d. 
1H, J=8.28 Hz). 3.49(s. 2H). 3.32{t. 4H, J=4.83 Hz). 3.18(t, 2H. J=7.07 Hz). 2.88(t. 2H. J=7.07 Hz). 
20 2.51 (t, 4H. J=4.83 Hz). 2.47(s, 3H), 2.1 0(s. 3H), 

4-(2^4-{[4*(3-MethoxyphenyO-1-piperazinyllmethyl}-2«[4-(trifluoromethyl)phenyll>1.34hiazol^ 
yl}ethyl)"2*methylphenol 

^H NMR (CD3OD) 400MHz 5 8.07(d. 2H, J=8.10 Hz), 7.72(d. 2H, J=8.10 Hz), 7.09(t. 1H. 
25 J=8.28 Hz), 6.88(8, 1 H), 6.77(dd, 1 H, J=8.45, 2.24 Hz), 6.59(d, 1 H, J=8.45 Hz). 6.51 (dd. 1 H. J=8.28, 
2.24 Hz). 6.46(t, 1H. J=2.24 Hz). 6.38(dd, 1H, J=8.28. 2.24 Hz), 3.72(s, 3H), 3.49(s. 2H). 3.18(t, 2H. 
J=6.47 Hz), 3.09(br s, 4H). 2.87(t, 2H, J=6.47 Hz), 2.52(br s. 4H). 2.1 0(s, 3H). 

4- (2-{4-{[4-(4-Chlorophenyl)"1-plpera2inyl]methyl}-2>[4-(trifluoromethyl)phenylH,3 
30 vl}ethyl)-2-methylphenoi 

^H NMR (CD3OD) 400MHz 6 8.07(d. 2H, J=8.10 Hz), 7.73(d. 2H, J=8.10 Hz). 7.15(d. 2H, 
J=9.14 Hz). 6.89(m, 3H), 6.77(dd. 1H, J=8.45. 2.41 Hz). 6.59(d. 1H. J=8.45 Hz), 3.49(s. 2H). 3.1 8(t. 
2H. J=7.16 Hz). 3.09(t. 4H. J=5.09 Hz). 2.87(t. 2H. J=7,16 Hz). 2.53(t. 4H. J=5.09 Hz), 2.10(s. 3H). 

35 2-r4>(2--{4-{[4-(4-Methoxyphenyl)>1-pi'perazfnytlmethyl}-2-[4-(trmuoromethynph^ 

5- yi}ethyO-2-methyiphenoxyl-2-methvlpropanolcacid 

To a 25ml round-bottom flask equipped with a magnetic stir-bar and inlet was added 4-(2- 
{4K[4-(4-Methoxyphenyl)-1-piperazinyl]methyl}-2-[4-(trifluoromethyl)phenyi]-1,3-thiazol-5-^^^ 
methylphenol (53mg, 0.094mmoles. 1eq) in acetone (2ml, 0.05M) followed by the addition of 2- 
40 trichloromethyl-2-propanol (33mg, 0.188mmoles, 2eq) and NaOH (pellets, 30mg, 0.762mmoles, 8eq). 
This was stinred at room temperature overnight after which the acetone was removed in vacuo and the 
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resulting residue was partitioned between EtOAc and 1N HQ. Ttie pliases were tlien separated and 
the organic fraction was waslied with brine, dried over NajSO^ and concentrated In vacuo to yield after 
chromatograpliy 23mg (40%) of product. 

'H NI^^R (CDCy 400IVIHZ 5 7.95(d. 2H, J=8.28 Hz). 7.62(d. 2H. J=8.28 Hz), 6.88(m, 5H), 
6.67(br s. 1H), 6.54(br s. 1H). 3.72(s. 3H), 3.61{s. 2H). 3.23(m. 8H). 2.80(m. 4H), 2.1 5(s, 3H), 1.54(s. 
6H), 

MS{ES) M-H= 652.2 

Tiie following compounds were also made by alkylaBon of a phenol with trichloromethyl-2- 
propanol as above: 

2-r4-(2-{4-{[4-(4-Chlorophenvl)-1-piperazinvnmethyl}-2-f4-(trifluoro methvl)phenvn-1.3-thiazol-5- 
yl>ethyl)-2-methylphenoxyl-2-methvlpropanoicacid 

^H NMR {CD3OD) 4001VIHZ 5 7.99{d. 2H, J=8.28 Hz), 7.66(d. 2H, J=8.28 Hz), 7.55(s. 1 H), 
7.14(d. 2H, J=8.10 Hz). 6.91(s, 1H). 6.82(d. 2H. J=8.10 Hz), 6.66(br s, 1H), 3.55(s, 2H), 3.28(m. 2H) 
buried under MeOH signal. 3.12(br s. 4H). 2.85(s. 2H). 2.65(br s. 4H). 2.13(s. 3H), 1 .52(s. 6H). 

MS(ES*) M+H= 659.0 

244-(2-44^[4-f3-Methoxyphenvn-1-piperazinvl]methvl>-2-r4-(trifluo romethvl)phenvn-1^-thiazol- 
5-y!}ethyl)-2-methyIphenoxyl-2-methvlpropanoic acid 

^H NIVIR (CD3OD) 400IV1HZ 8 8.02(d, 2H, J=8.10 Hz), 7.68(d. 2H, J=8.10 Hz). 7.09(t. 1H, 
J=8.10 Hz). 6.92(s, 1H). 6.76(m, 2H), 6.50(dd. 1H, J=8.10. 2.07 Hz), 6.42(t. 1H. J=2.07 Hz). 6.37(dd, 
1H. J=8.10, 2.07 Hz). 3.72(8. 3H), 3.51 (s. 2H). 328(m. 2H) burled under MeOH signal. 3.1 2(m. 4H), 
2.83(t, 2H, J=7.16 Hz). 2.61 (m. 4H). 2.1 5(s, 3H), 1.48(s, 6H). 

MS(ES) M-H= 652.1 

2-r4-(2-{4-{[4-(4^cetvlphenvl)-1-piperazinvllmethyl>-2-r44trifluoro methyl)phenvn-1.3-thlazol-5- 
vHethyl)-2-methvlphenoxv1-2-methylpropanoic acid 

^H NMR (CD3OD) 4001V1HZ 5 8.01 (d. 2H, J=8.10 Hz), 7.82(d. 2H. J=9.14 Hz). 7.67(d, 2H. 
J=8.10 Hz), 6.90(m, 3H). 6.66(m. 2H), 3.61(s. 2H), 3.37(br s. 4H). 3.13(t. 2H. J=6.81 Hz), 2.82(t, 2H. 
J=6.81 Hz). 2.68(br s, 4H), 2.44(s. 3H). 2.1 1(s. 3H). 1 .50(s. 6H). 

2-Methyll-2-f2-methvl-4-[(f4-[4-(trifluoromethvl)ben2ylV2-f4-(trifluoromethvl)phen YlM.3-thia2ol- 

5-yl}methynsulfanyl]phenoxy}propanoicacid 

From2-methyl-4-[({4-(4-trifluoromethyi)benzyl]-2-[4-(trifiuoromethyl)phenyr|-1,3-thlazol-5- 
yl}methyl)sulfanyl]phenol (0.021 g, 0.04 mmol), 2-methyl-2-{2-methyl-4-[{{4-[4-(trifluoromethyI)benzyl]- 
2-[4-(trifluoromethyl)phenyl]-1 .3-thiazol-5-yl)methyl)sulfanyl]phenoxy}propanoic acid (O.OOOg, 25%) 
was obtained as a white solid. 

^H NMR (CDjOD): 5 8.02 (d. 2 H), 7.78 (d. 2 H). 7.60 (d. 2 H). 7.30 (d. 2 H). 7.23 (s. 1 H). 7.16 
(d. 1 H). 6.73 (d. 1 H). 4.29 (s. 2 H). 4.00 (s, 2 H). 2.17 (S, 3H). 1.61 (s. 6 H); "F NMR(CD30D): 6 - 
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64.18 (s). -64.73 (s); MS m/z 626 (M+1); HPLC RT 4.273 (C18 4.2x100mm, 0-100% ACN/HjO (0.1% 
TFA). 6min @ 2ml/mln @254/220nm). 

2-Methyil-2-{2-methyl-4-[({4-[4-(trifluoromethoxy)benzyl]-2-[4-(trifluoromethyi)phe 
5 thiazol-5-yl}methyl)sulfanyllphenoxy}propanolc acid 

From 2-methyI-4-[({4-(4-trifIuoromethoxy)benzyl]-2-[4-(tr[fIuoromethyl)phen 
yl}methyl)sulfanyI]phenol (0.048g, 0.086 mmol), 2-methyl-2-{2-methyl-4-[({4-[4- 
(trifiuoromethoxy)benzyl]-2-[4-(trifIuoromethyI)phenyl]-1,3-thiazol-5- 
yl}methyl)^ulfanyl]phenoxy}propanoic acid (0.01 3g, 23%) was obtained as a white solid. 

10 NMR (CD3OD): 5 8.04 (d. 2 H), 7.74 (d, 2 H). 7.20 (m. 6 H). 6.72 (d. 1 H), 4.26 (s. 2 H). 

3.95 (s. 2 H), 2.15 (s, 3 H), 1 .61 (s, 6 H); ^^F NMR (CD3OD): 5 -59.86 (s), -64.72 (s); MS m/z 642 
(M+1); HPLC RT 4.307 (C18 4.2x100mm. 0-100% ACN/H2O (0.1% TFA), 6min @ 2mi/min 
@254/220nm). 

2^4-[({4-(4-methoxybenzyl)-2-[4-(trifluoromethyl)phenyl]-1,3-thia2oi-5-yl}metiiyl)sulfanyll-2- 
15 fnethylphenoxy}-2-methylpropanoic add 

From 4-[({4-(4-nietIioxybenzyi)-2-[4-(trifluorometliyl)plienyl]-1,3-tliiazol-5-yl}methyl)sulfanyI]-2^ 
metliylplienol (0.022g, 0.04 mmol), 2-{4-[({4-(4-metiioxybenzyl)-2-[4-(trifluoromethyl)plienyl]-1.3- 
t}iiazol-5-yl}methyi)sulfanyi]-2-metliylplienoxy}-2-methiylpropanoic acid (0.003g, 12%) was obtained as 
a white solid. 

20 NMR (CD3OD): 5 8.04 (d, 2 H), 7.76 (d, 2 H), 7.19 (s, 1 H), 7.14 (d, 1 H), 7.02 (d, 2 H). 6.81 

(d, 2 H), 6.69 (d. 1 H), 4.21 (s. 2 H). 3.83 (s. 2 H), 3.78 (s, 3 H), 2.17 (s, 3 H), 1.60 (s, 6 H); MS m/z 
588 (M+1); HPLC RT 4.136 (C18 4.2x100mm. 0-100% ACN/H2O (0.1% TFA). 6min @ 2ml/min 
@254/22anm). 

25 2->IViethyli-2-{2-methy[-4-[({4-[4-(methyisuifanyl)benzyl]-2-I4-(tri»uoromethyl)phenyl]-1,3-t^ 
5-yi}methyl)sulfanyl]phenoxy}propanoic acid 

From 2-methyl-4-[({4-(4-methylsulfanyI)benzyl]-2-[4-(trifluoromethyl)phenyl]-1,3-thiazol-5- 
yl}methyl)sulfanyl]phenol (0.296g, 0.57 mmol), 2-methyI-2-{2-methyl-4-[({4-[4-(methylsu!fanyi)benzyl]- 
2-[4-(trifluoromethyl)phenyl]-1 .3-thiazol-5-yl}methyl)sulfanyl]phenoxy}propanoic acid (0.087g, 25%) 
30 was obtained as a white solid. 

NMR (CD3OD): 5 8.04 (d. 2 H). 7.78 (d, 2 H), 7.13 (m, 6 H), 6.70 (d, 1 H). 4.22 (s, 2 H). 
3.87 (s. 2 H). 2.47 (s, 3 H), 2.15 (s, 3 H). 1.60 (s, 6 H); MS m/z 604 (M+1); HPLC RT 4.220 (C18 
4.2x100mm. 0-100% ACN/H2O (0.1% TFA). 6min @ 2mi/min @254/220nm). 

35 2-{4-[({4-(4>tert-butylben2yl)-2-[4-(trmuoroniethyl)phenyq-1,3>thiazol-5-yl}methyl)s 
methylphenoxy>-2-methylpropanoic acid 

From 4-[({4-(4-ferf-butyiben2yi)-2-[4-(trifIuoromethyl)phenyl]-1,3-thiazoI-5-yl}methyl)sulfanyl]- 
2-methyIphenol (0.1 13g, 0.21 mmol). 2-{4-[({4-(4-tert-butylbenzyl)-2-[4-(trifluorornethy!)phenylH ,3- 
thiazol-5-yl}methyl)sulfanyl]-2-methyIphenoxy}-2-methylpropanoic acid (0.01 2g, 9%) was obtained as 
40 a white solid. 
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NMR (CD3OD): 8 8.04 (d, 2 H). 7.76 (d, 2 H), 7.29 (d. 2 H). 7.22 (s, 1 H). 7.16 (d, 1 H). 7.03 
(d. 2 H), 6.74 (d, 1 H); MS m/z 614 (M+1); HPLC RT 4.464 (C18 4.2x100mm, 0-100% ACN/HgO (0.1% 
TFA), 6min @ 2ml/min @254/220nm). 

5 2>Methyn-2-{2-methyl-4-[({4-(34hlenylmethyl)^2^4^trifluoromethy^^ 
yl>methyl)sulfanyl]phenoxy}propanoic acid 

From 2-methyM-[({4-(34hienylmethyl)-2-[4-(trlfluoromethyl)phenyl]-1.^ 
yl}methyI)sulfanyOphenol (0,072g, 0.15 mmol), 2-methyl-2-{2-methyl-4-[({4-(3-thjeny!methyl)-2-[4- 
{trifluoromethyl)phenyl]-1.3-thIazol-5-yl}methyl)suHianyl]ph acid (0.039g, 46%) was 

10 obtained as a cream solid. 

NMR (CD3OD): 5 8.05 (d, 2 H), 7.76 (d, 2 H), 7.37 (t, 1 H), 7.20 (s, 1 H), 7.15 (d, 1H), 7.02 
(s, 1 H), 6.96 (d, 1 H), 6.70 (d, 1 H), 4.23 (s. 2 H), 3.96 (s. 2 H), 2.20 (s, 3 H). 1.60 (s. 6 H); MS m/z 
564 (M+1); HPLC RT 4.1 12 (C18 4,2x100mm. 0-100% ACN/H2O (0.1% TFA), 6min @ 2ml/min 
@254/220nm). 

15 Ethyl 2^2-methyl-44({444-(trffluoromethoxy)ben2yl]-244-(trifluoromethyl)phenyl] 
yl}methyl)sulfanyl]phenoxy}propanoate 

From2-methyl-4-[({4-(4-trifluoromethoxy)benzyO-2-[4-(trifluoromethyl)phenyl]-1,3-thiazo 
yl}methyl)sul1anyllphenol (0.1 7g. 0.31 mmol), ethyl 2-{2-methyl-4-[({4-[4-(trifluoromethoxy)benzyl]-2- 
[4-(trifluoromethyl)phenyl]-1,3-thiazol-5-yl}methyl)sulfanyl]phenoxy}propanoate (0.1 7g, 83%) was 
20 obtained as a white solid. MS m/z 656 (M+1 ); HPLC RT 4.553 (CI 8 4.2x1 00mm. 0-1 00% ACN/H2O 
(0.1% TFA), 6min @ 2ml/mln @254/220nm). 

Methyl {2»methyl'4-[({4-[4>(trifluoromethoxy)benzy!l"244-(trifluoromethyl)phenyn-1.3-thiM^ 
yl}methyl)sulfanyllphenoxy}acetate 
25 From 2-methyl-4-[({4-(4-trifluoromethoxy)benzyl]-2-[4-(trifluoromethyl)phenyl]-1 ,3-thiazol-5- 

yl}methyl)sulfanyl]phenol (0.1 7g, 0.31 mmol), methyl {2-methyl-4-t({4-[4-(trifluoromethoxy)ben2yl]-2-[4- 
(trifluoromethyl)phenyl]-l,3-thiazol-5-yl}methyl)sulfanyqphenoxy}acetate (0.1 5g, 80%) was obtained 
as a white solid. MS m/z 628 (M+1); HPLC RT 4.398 (C18 4.2x100mm. 0-100% AGN/H2O (0.1% 
TFA), 6min @ 2ml/min @254/220nm). 

30 

Ethyl 2>{2-methyl-4-[({4"(3-thienylmethyn-2-[4-(trifluoromethyl)phenyll-1.34hlazol-5- 
vl}methyl)sulfanyllphenoxv}propanoate 

From 2-methyl-4-I({4-(3-thienylmethyl)-2-[4-(trifluoromethyl)phenyI]-1.3-thlazol-5- 
yl}methyl)sulfanyI]phenol, ethyl 2-{2-methyl-4-[({4-(3-thlenylmethyl)-2-[4-(trifluoromethyl)phenyl]-1 ,3- 
35 thlazol-5-yl}methyl)sulfanyl]phenoxy}propanoate (0.225g, 0.47 mmol), (0.255g, 91 %) was obtained as 
a yellow oil. 

MS m/z 578 (M+1); HPLC RT 4.412 (CI 8 4.2x1 00mm, 0-100% ACN/H2O (0.1%TFA), 6mln 
@ 2m!/mln @254/220nm). 

40 lyiethyl {2-methyl>4>[({4>(3-thienylmethyl)-2-[4-(trif lu romethyl)phenylM .3-thiazoi-5- 
y|}methyl)sulfanvl]ph noxv}acetate 
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From 2-methyl-4-[({4-(34hienyImethyl)-2-[4-(trifluoromethyl)phenyl]-1,3-thia20l^^ 
yl}methyl)sulfanyl]phenol, methyl {2-methyl-4-[({4-(3-thienylmethyI)-2-[4-(trifluoromethyI)pheny!]-1.3- 
thiazol-5-yl}methyl)sulfanyI]phenoxy}acetate (0.225g, 0.47 mmol), (0.259g, 94%) was obtained as a 
yellow oil. 

5 MS m/z 550 (M+1 ); HPLC RT 4.243 (C18 4.2x100mm. 0-100% ACN/H2O (0.1% TFA). 6min 

@ 2ml/min @254/220nm). 

The following 2compounds were made by the Mitsunobu reaction of 4-[{{4-{[4-(4- 
Methoxyphenyl)-1-piperazlnyI]methyI}-2-[4-(trifluoromethyI)phenyi]"1.3-thia2ol-5-yl}methyO^ 
10 methylphenol with R and S Methyl lactate: 

Methyl (2S)"2-{4-[({4K[4"(4-methoxyphenyl)-1*pIperazmyllniethyl}-2-[4-(tnfluorometh^^ 
1,34hiazol"5-yl}methyl)sulfanyll-2-methylphenoxy}propanoate 

NMR (CDCI3) 400MHz 5 7.97(d, 2H. J=8.24 Hz), 7,64(d. 2H, J=8.24 Hz), 7.21 {d, 1H, 
15 J=2.20 Hz), 7.11{dd. 1H, J=8.42, 2.20 Hz), 6.86(d, 2H, J=9.16 Hz), 6.80(d, 2H, J=9.16 Hz). 6.54(d, 
1 H. J=8.42 Hz), 4.70(q, 1 H, J=6.78 Hz), 4.30(s, 2H), 3.74(s, 3H). 3.69(s, 3H), 3.55(s, 2H). 3.06(br s. 
4H), 2.62(br s, 4H), 2.21 (s, 3H), 1 .60(d. 3H, J=6.78 Hz), 

Methyl (2/?)-2-{4"[({4-{[4-(4-methoxyphenyl)-1-piperazinyllmethyl}-2-[4-(trffiuoromethyl)phenyll- 
20 1,3"thrazoi-5"yl}methyl)sulfanyl]-2-methylphenoxy}propanoate 

^H NMR (CDCI3) 400MHz 6 7.97(d, 2H. J=8.24 Hz). 7.64(d. 2H. J=8.24 Hz), 7.22(d, 1H, 
J=2.01 Hz), 7.12(dd, 1H, J==8.42, 2.01 Hz). 6.88(d. 2H. J=9.16 Hz), 6.80(d, 2H, J=9.16 Hz), 6.55{d. 
1H, J=8.42 Hz), 4J0(q, 1H, J-6.78 Hz), 4.32(s, 2H), 3.73(s, 3H). 3.69(s, 3H). 3.55(s, 2H). 3.06(t, 4H, 
J=4.76 Hz). 2.61 (br s. 4H), 2.22(s. 3H). 1 .60(d. 3H, J=6.78 Hz), 

25 

2-^4-[({4-{[4-(4"Methoxyphenyl)-1-pipera2inyl]methyl}-2-[4-(trifluoromethyi)phenyl]'1,3^^^ 

yi}methyi)sulfanyl]phenoxy}>2-methylpropanolc acid 

To a stirred solution of ethyl 2-{4-[({4-{[4-(4-methoxyphenyl)-1-piperazinyl]methyl}-2-[4- 

(trifluoromethyl)phenyI]-1.3-thiazol-5-yl}methyI)sulfanyl]phenoxy}-2-methylpropanoate (77.0g, 
30 0.1 12moles, leq) in THF (600ml, 0.19M) was added MeOH (50ml) and a IN LIOH solution (6.18g in 

250ml H20, 2.3eq). The mixture was refluxed for 5 hrs after which the THF was removed in vacuo. 

The residue was diluted with EtOAc and to it was added 1N HCl until a pH of about 5 was reached. 

The phases were separated and the organic fraction was concentrated in vacuo, then titrated with 

isopropyl acetate twice which was subsequently removed in vacuo each time. The crude product was 
35 then recrystalllzed from EtOH to yield 52g (71 %) of a white solid. 

^H NMR (CD3OD) 400MHz 5 8.08(d, 2H, J=8.24 Hz), 7.75(d, 2H, J=8.24 Hz). 7.25(d, 2H. 
J=8.61 Hz). 6.94(d. 2H, J=9.16 Hz), 6.82(m, 4H). 4.28(s. 2H). 3.72(s. 3H), 3.59(s. 2H), 3.1 6(t, 4H. 
js4.94 Hz), 2.96(t, 4H. J=4.94 Hz). 1.54(s. 6H). 

CHN Analysis: Theory (C, 60.26%; H. 5.21%; N, 6.39%) Found (C. 60.11%; H. 5.31%; N, 

40 6.23%) 

HPLC (C-18, 3^m) 0%-95% AcetonitrileA/Vater over 8 minutes Rt= 5.48minutes 
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{4>[({4-benzyl-244-(trlfiuoromethyl)phenyll-1,3>thiazol-5-yl>methvl)sulfany^ 
dimethylphenoxy}ace«c acid 

Mass spec: calculated for C2SH24F3NO3S2: 543. Found: 544 (MH*). HPLC trace: retention 
time = 13.5 rnin (Alltlma C18, 5 micron, 250mm column, Gradient elution with 70-100% CH3CN/H2O). 

2-{4-[({4-benzyh2-[4>(trlfluoromethyl)phenyll-1.34hiazol-5-yl>methyl)suifanyl]-^^ 

methylphenoxy}propanoiG acid 

Elemental analysis calculated for C28H24F3NO3S2: C: 61.8%. H: 4.5%, N: 2.6%. Found: C: 
61.77%, H: 4.64%, N: 2.51%. HPLC trace: retention Time .7 min (Alltlma 0,8, 5 micron, 250 mm 
column, gradient elution with 70-100% CH3CN/H2O). 

2-{44{{4-benzyl-2-[4-(trifluoromethyl)phenyll-1,3-thiazol-5-yl}methyl)su!fanyl]-2,3- 
dimethylphenoxy}propanolc acid 

Elememtal analysis calculated for C29H26F3NO3S2: C: 62.4%. H: 4.7%, N: 2.5%. Found: C: 
62.58%, H: 4.93%, N: 2.44%. HPLC trace: retention time= 14.7 min (Alltima C^e. 5 micron, 250 mm 
column using gradient elution with 70-100%CH3CN/H2O). 

2-{4-[({4-benzyl-2-[4-(trifluoromethyl)phenyl]-'1,3-thlazol-5-yl}methyl)sufe 

fluorophcnc>xy)propanoic acid 

Mass spec calculated for C27H2,F4N03S2: 547. Found: 548 (MH^). HPLC, Trace: retention 
time = 12.1 min (Alltima Cie, 5 micron, 250 mm column using gradient elution with 70-100% 
CH3CN/H2O). 

(2S)-2-{4-[({4-^{[4-(4-Methoxyphenyi)-1-piperazinynmethyl}-244-(trmuorometlivl)ph^ 
thiazol-5-yl}methyl)sulfanyl]-2-metliylphenoxv}propano)c acid 

^H NMR (CD3OD) 400MHz 5 8.07(d, 2H, J=8.24 Hz), 7.74(d, 2H, J=8.24 Hz), 7.1 9(d, 1H, 
J=2.20 Hz), 7.09(dd. 1H. J=8.42. 2.20 Hz), 6.91(d. 2H. J=9.16 Hz), 6.80(d, 2H, J=9.16 Hz), 6.62(d. 
1H. J=8.42 Hz). 4.68(q, 1H. J=6.78 Hz). 4.28(s, 2H). 3.71 (s. 3H). 3.48(s, 2H), 3.05(t, 4H. J=4.76 Hz), 
2.69(t, 4H, J=4.76 Hz), 2.1 8(s, 3H), 1.57(d. 3H, J=6.78 Hz). 

Chiral HPLC (Chiralpak, 2cm) 75% Carbon Dioxide/25% Methanol over 65minutes Ri@.88 

minutes 

(2R)-2-{4-[({4-{[4-(4-Methoxvphenyi)-1-piperazlnyllmethyl}-2-r4-(trifIuoromethyl)ph . 
th!azol-5-yi)methyi)suifanyl]-2''methylphenoxy}propanoic acid 

^H NMR (CD3OD) 400MHz 6 8.11(d. 2H, J=8.24 Hz). 7.76(d. 2H. J=8.24 Hz), 7.15(d. 1H. 
J=2.20 Hz). 7.08(dd, 1 H, J=8.42. 2.20 Hz). 6.93{d. 2H. J=9.16 Hz), 6.82(d. 2H, J=9.16 Hz), 6.67(d, 
1H, J=8,42 Hz). 4,57(q. 1 H. J=6.78 Hz), 4.24(s. 2H). 3.71 (s. 3H). 3.54(s, 2H). 3.17(t. 4H, J=4.76 Hz). 
3.02(t, 4H, J=4.76 Hz). 2.1 8(s, 3H), 1.55(d, 3H. J=6.78 Hz), 

Chiral HPLC (Chiralpak. 2cm) 75% Carbon Dioxide/25% Methanol over 65mlnutes RiT.58 

minutes 
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2-<4^r(2-(4-Fluorophenyl)-4^[4-(4Hnethoxyphenyl)-1-pipera2inyl]methyl}-1,3"thi^^ 
yl)methvnsulfanyi}"2"methylphenoxy)-2-methylpropanoic acid 

NMR (CD3OD) 400MHz 6 7.95(m, 2H). 7.1 8(m, 3H), 7.05(br s, 1H), 6.93(d, 2H, J=8.61 
Hz). 6.81{d, 2H. J=8.61 Hz). 6.69(br s. 1H), 4.22(s, 2H). 3.72(s, 3H). 3.55(s, 2H). 3.17(br s. 4H). 
5 2.93(br s, 4H), 2.14(s, 3H), 1 .59(s, 6H). 

[4-({[4-[(4-Benzvl-1-piperazinyl)methyll-2>(4-(trifluoromethyl}phenyl)-1,3-th 
yI]methyl}sulfanyl)-2-methyiphenoxy]aceticacld 

^H (CD3OD) 300MHz 6 8.15(d. 2H. J=8.23 Hz). 7.81(d, 2H, J=8.23 Hz). 7.48(m. 5H), 7.24(s, 
10 2H). 6 J4(s, 1 H). 4.55(s, 2H). 4.28(s, 2H). 4.1 5(s, 2H). 3.46(s. 2H). 3.06(s. 4H), 2.49(s. 4H). 2.09(s, 
3H) . MS(ES-) M-H= 625.98. TLC(10% MeOH/CHaCy R, = 0.35 

{2-Methyi>44({2-(4-{trifluoromethyi}phenyl)-4-[(4-methyl-1-piperidinyO 
yl}methyi)sulfanyl]phenoxy}aceticacid 

15 (CD3OD) 300MHz 6 8.20(d. 2H, J=7.97 Hz). 7.85(d. 2H. J=7.97 Hz). 7.27(s. 1H), 7.08(s. 

1H), 6.68(s. 1H). 4.62(s. 2H). 4.29(s. 2H), 3.70{s. 2H), 2.86(s. 2H), 2.26(s. 3H), 1.90(s. 2H). 1.48{m. 
6H). 1 .06(s, 3H) . MS(ES ) M-H= 548.91. TLC(10% MeOH/CHjCy R, = 0^4 

[2-Methyl-4-({[4^[4-(5-methyl><1,2,4-oxadiazol-3-yl)phenoxy]methyl}-2-(4- 
20 {trifluoroinethyl}phenyl)-1,3--thia2ol-5-ynmethyl>sulfanyl)phenoxy]acetlc acid 

^H (CDCI3) 400MHz 5 8.03(d, 2H. J=8.03 Hz), 7.93(d, 2H. J=8.89 Hz), 7.70(d, 2H. J=8.03 
Hz). 7,19(d, 1H, J=2.22 Hz), 7.07(dd, 1H, J=8.37, 2.22 Hz). 6.96(d, 2H. J=8.89 Hz), 6.53(d. 1H, 
J=8.37 Hz). 4.88(s. 2H). 4.64(s, 2H). 4.27(s. 2H), 2.65{s, 3H). 2,1 7(s. 3H) . TLC(5% MeOH/CHaCy R, 
= 0.13. MS(ES-) M-H= 625.92 

25 

[2-Methyl-4-({[4^[3-(5-methyi-1,2AQxadiazol-3-yl)phenoxy]methyl}--2-(4- 
{trifluoromethyl}phenyl)''1,3-thiazol-5-yl]methyl}sulfanyl)phenoxylacetic acid 

^H (CDCy 400MHz 5 8.04(d. 2H. J=8.20 Hz). 7.69(m. 3H). 7.37(s. 2H), 7.16(dd. 1H. J=8.20, 
2.22 Hz). 7.05(dd, 1H. J=8.20. 2.22 Hz). 6.91 (d. 1H, J=2.22 Hz). 6.62(d, 1H. J=8.20 Hz), 4.72(s. 2H), 
30 4.43(s. 2H). 4.1 9(s, 2H), 2.73(s. 3H), 2.09{s. 3H) . TLC(5% MeOH/CHaCy Rf = 0.1 3. MS(ES ) M-H= 
625.86 

(2-Methy[-4^[(2-(4-{trifIuoromethyl}phenyl)-4^[4--(2-methylphenyl)-1-^ 
thia2ol-5«yl)metliyllsulfanyl}phenoxy)acetic acid 

35 ^H (CDCy 400MHz 5 8.10(d, 2H. J=8.03 Hz), 7.73(d. 2H, J=8.03 Hz). 7.16(m. 4H). 7.01(br s, 

2H). 6.73(d. 1H. J=8.37 Hz). 4.79(s, 2H). 4.08(s. 2H), 3.80(m. 4H). 3.53(m, 2H), 3.24(m, 4H), 2.40(s. 
3H).2.18{s.3H). TLC(5%MeOH/CH2Cy R, = 0.10. MS(ES') M-H= 625.94 

|4-({[4-{[4-^4--Methoxyphenyl)"1-pipera2inyi]methyl>-2-(4^trifluoromethyl}phenyl)"1 
40 Ynmethyl}sulfanyi)-2-methylph noxvlacetic acid 
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(CDCI3) 400MHz 5 8.04(d, 2H, J=8.20 Hz), 7.72(d, 2H, J=8.20 Hz). 7.1 2(s, 1H), 6.96(m, 
3H), 6.81(d, 2H, J=8.89 Hz). 6.74(d, 1H, J=8.37 Hz), 4.76(s, 2H), 4.05(s, 2H), 3.74(s, 3H), 3.38(m, 
10H),2.16(s,3H). TLC(5%MeOH/CH2Cl2)R, = 0.13. MS(ES-) M-H= 641.90 

5 (2-Methyl-4^[(2-(4^trffluoromethyl}phenyO-4^[4^3-methylphenvl>-1-piperazinynmethyl}-1.^^ 
thiazol-5-yl)methyl]sulfanyl}phenoxy)acetlc add 

<H (CDCI3) 400MHz 5 8.05(d. 2H, J=8.20 Hz). 7.72(d, 2H. J=8.20 Hz), 7.20(s. 1H). 7.06(d, 
2H, J=9.06 Hz), 6.91 (m. 3H), 6.72(d, 1H, J=8.37 Hz). 4.77(s, 2H). 4.06(s, 2H), 3.54(br s. 8H). 3.27(s. 
2H), 2.30(s, 3H), 2.16(s. 3H) . UC(5% MeOH/CHjCy R, = 0.10. MS(ES-) M-H= 625.99 

10 

(2-Methyl-4-{[(2-(4-{trifluoromethyl}phenyl)-4-{[4-(4HTi6thylphenyl)-1-plpera2inyOmethyl}-1,3- 
thiazol-5-yl)methyl]sulfanyl}phenoxy)acetlc acid 

^H (CDCI3) 400MHz 6 8.03(d. 2H, J=8.20 Hz), 7.71 (d, 2H. J=8.20 Hz), 7.02(m, 6H), 6.71 (d, 
1H. J=8.55 Hz). 4.76(s. 2H). 4.08(s, 2H). 3.52(br s, 8H). 3.31 (s, 2H). 2.27(s. 3H), 2.1 6(s, 3H) . 
1 5 TLC(5% MeOH/CHaCy R, = 0.1 0. MS(ES-) M-H= 625.94 

[4-({r4-{[4-{2-Furovl)-1-piperazinvllmethyl}-2-(4-{trifluoromethyl}phenyl)-1.3-thia2ol-5- 
vl]methvl}sulfanvl)-2-methylphenoxylaceticacid 

^H (CDCI3) 400MHz 5 8.02(d. 2H. J=8.20 Hz). 7.71 (d. 2H. J=8.20 Hz), 7.48(d. 1H, J=2.05 
20 Hz), 7.16(dd, 1H, J=8.20, 2.05 Hz), 7.07(m. 1H), 6.90(d. 1H, J=2.39 Hz). 6.74(d, 1H. J=8.20 Hz), 

6.49(m. 1H). 4.77(s, 2H), 4.62(s, 2H). 4.05{s, 2H). 3.46(s. 2H), 3.27(s, 2H). 3.05(br s. 4H). 2.1 5{s. 3H) 
. TLC(5% MeOH/CHjClj) R, = 0.10. MS(ES ) M-H= 629.83 

(2-Methyl-4-{[(2-(4-{trifluoromethylphenyl)-4-{[4-(2-pyridlnyl)-1-p»perazinynmethylH.3-thlazol-5- 
25 yl)methyl]sulfanyl}phenoxy)aceticacid 

'H (CDCI3) 400MHz 6 8.22{m, 1H). 7.99(d, 2H. J=8.20 Hz). 7.68(d, 2H, J=8.20 Hz), 7.60(s. 
1H). 7.20(dd, 1H, J=8.37. 2.39 Hz). 7.14(s. 1H), 6.76(m. 1H). 6.68(m, 1H). 4.68(s. 2H). 4.14(s, 2H). 
3.72(br s. 4H). 3.59(s. 2H), 2.87(br s, 4H). 2.1 7(s, 3H) . TLC(5% MeOH/CHjCy R, = 0.10. MS(ES-) 
M-H= 612.99 

30 

f4-({[4-{[4-(4-Chlorobenzyl)-1-piperazinyl]methyl}-2-(4-{trifluoromethyl}phenyl)-1,3-thlazol-5- 
vnmethyl}sulfanyl)-2-methylphenoxy]acetlcacid 

^H (CDCI3) 400MHz 5 8.04(d. 2H. J=8.20 Hz). 7.70(d. 2H. J=8.20 Hz). 7.41 (m. 4H), 7.14(m, 
1H). 7.03(m. 1H). 6.69(d. 1H. J=8.37 Hz), 4.72(s. 2H), 4.02(s, 2H). 3.18(m. 12H). 2.10(s. 3H) . 
35 TLC(5% MeOH/CHaCy R, = 0.1 0. MS(ES-) M-H= 659.78 

r4-H[4-^[4-(4-acetvlphenyl)-1-piperazinyl]rnethyl}-2-(4-{trlfluoroinethyl)phenyl)-1,3-thlazol-5- 
yl]methyl}sulfanvl)-2-methvlphenoxylac6tic acid 

^H (CDCy 400MHz 5 7.97(d, 2H. J=8.03 Hz), 7.85(d, 2H, J=8.89 Hz), 7.70(d. 2H, J=8.03 
40 Hz). 7.16(dd. 1 H, J=8.37, 2.22 Hz). 6.86(m. 3H). 6.75(d. 1 H. J=8.37 Hz), 4.77(s. 2H). 4.04(s. 2H). 
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3.80(m, 4H). 3.45(m, 4H), 3.29(s, 2H). 2.51 (s, 3H), 2.17(s. 3H) . TLC(5% MeOhVCHaCy R, = 0.10. 
MS(ES) M-H= 653.99 

(4-{[(4-{[4-(4-IVIethoxyphenyl)-1-piperazinyllmethyl}-2-phenyl-1,3-thiazol-5-yl)methyOsulfanyl}-2- 
5 methylphenoxy)acetic acid 

<H NMR (CDCI3) 400MH? 9.94(s. 1H), 7.84(m. 2H). 7.41(m. 3H). 7.1 1(d, 1H. J=2.22 Hz). 
7.06(dd, 1H. J=8.37. 2.22 Hz). 6.79(m, 4H). 6.60(d, 1H. J=8.37 Hz). 4.54(s, 2H). 4.18(s, 2H). 3.76(s, 
2H). 3.22(m, 8H), 2.18(s, 3H) . HPLC(C-18. Sfim) 1%MeOH/0-90% CHaCN/Water (0.1% TFA)/(50mM 
EtjN/TFA) 4min run R,=2.67 min 

10 

2-{4-I({4-{[4-(4-Methoxyphenyl)-1-piperazinyl]methyl}-2-[4-(trifluoromethyl)phenyn-1.3-thi 
yl}methyl)sulfanyl]-2-methylphenoxy}propanoicacid 

NMR (CDCI3) 400MHz .59.69(8, 1H). 7.96(d, 2H. J=8.20 Hz). 7.65(d. 2H. J=8.20 Hz). 
7.07(d. 1H. J=2.05 Hz), 7.02(dd, 1H. J=8.55, 2.05 Hz), 6.87(d, 2H, J=9.23 Hz), 6.80(d, 2H, J=9.23 
15 Hz). 6.66(d. 1H, J=8.55 Hz), 4.66(q, 1H, J=6.95 Hz), 4.10(d, 1H. J .70 Hz), 4.05(d. 1H, J .70 Hz), 
3.74(s. 3H). 3.57(d, 1H, J .18 Hz). 3.51 (d, 1H, J .18 Hz),3.15(brs, 4H). 2.96(brs, 4H), 2.1 7(s. 3H), 
1.59(d. 3H. J=6.95 Hz) . HPLC(C-18. 3nm) 1%MeOH/0-90% CHgCN/Water (0.1% TFA)/(50mM 
EtjN/TFA) 4min run R,=2.91 min 

20 2-(4-{[(4-{[4-(4-Methoxyphenyl)-1-pipera2inyl]methyl}-2-phenyl-1,3-thlazol-5-yl)methyllsulfanyl}- 
2-methylphenoxy)propanolc acid 

^H NMR (CDCij) 400MHz .67.81 (m, 2H). 7,34(m, 3H), 7.09(m. 1H), 6.90(m, IN), 6.79(m, 4H). 
6.48(d. 1 H, J=8.37 Hz). 4.35(m. 1 H). 4.1 6(s. 2H), 3.70(s. 3H). 3.32(s, 2H). 3.00(m. 4H), 2.60(m, 4H), 
2.09(s, 3H), 1 .34(m, 3H) . HPLC(C-18, 3nm) 1%IWIeOH/0-90% CHgCN/Water (0.1% TFA)/(50mM 
25 EtsN/TFA) 4min run R,=2.78 min 

{2-Methyl-4-I({2-(4-{trifluoromethyl}phenyi)-4-[(4-ph9nyl-1-piperazInyl)methyi]-1,3-thiazol-5- 
yl}methyl)sulfanyqphenoxy}acetieacld 

(CD3OD) 300MHz 8 8.1 6(d. 2H, J=8.49 Hz), 7.81 (d. 2H, J=8.49 Hz), 7.26(br s, 3H), 
30 7.09(br s. 1 H). 6.98(d, 2H, J=7.96 Hz), 8.88(m, 1 H). 6.66(br s, 1 H), 4.57(s. 2H), 4.29(s, 2H). 3.55(s. 
2H). 3.26(br s, 4H). 2.91 (br s. 4H). 2.23(s, 3H) . IWS(ES ) M-H= 61 1 .85. TLC(1 0% MeOH/CHjCia) Rf 
= 0.30 

r4-<{[4^[4^Ethoxycarbonyl)-lHjiperazinyllmethyl}-2-(4^trffluoromethyl>phenyl)-1,3-thla2ol-5- 
35 yl]methyl}sulfanyl)-2-metliylphenoxy]acetlcacld 

^H (CD3OD) 3D0MHZ 5 8.14(d. 2H. J=8.23 Hz), 7.81(d, 2H, J=8.23 Hz), 7.26(s, 1H), 7.12(s, 
1H). 6.71 (s. 1 H), 4.63(8, 2H), 4.32(s, 2H), 4.16(q, 2H, J=7.08 Hz), 3.55(br s, 4H), 3.44(s, 2H), 2.60(br 
s. 4H), 2.25(8. 3H). 1.30(t, 3H, J=7.08 Hz) . MS(ES-) M-H= 607.86. TLC(10% MeOH/CHjCIa) R, = 
0.28 
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{2>Methyl-4-f({2-(4-{tiifluoromethyl}phenyl)-4-'[(4-phenyl-1''piperi 
yl}methyl)sulfanyi]phenoxy}acetic acid 

(CD3OD) 300MHz 5 8.14(d, 2H. J=8.23 Hz). 7.77(d. 2H, J=8.23 Hz), 7.28(s, 7H), 6.75(d, 
1H. J=8.23 Hz), 4.45(s. 2H). 4.34(s, 2H), 3.53(s, 2H), 3.08(m, 2H), 2.57(m, 1H). 2.35(m, 2H), 2.22(s, 
5 3H), 1 .80(m, 4H) . MS(ES-) M-H= 610.91. TLC(10% MeOH/CHaCy Rf = 0.30 

[4-({[4-{[(Cyclopropylmethyl)ammo]methyl}-2-(4-{trifluoromethyl}phenyi)-1.3-^^ 
yllmethyl}sulfanyl)-2-methylphenoxy]acetic acid 

^H NMR 300MHz 5 8.08(d. 2H, J=8.20 Hz). 7.74(d, 2H, J=8.20 Hz), 7. i4(dd, 1H. J=8.49, 
10 2.39 Hz), 7.01 (s, 1 H). 6.72(d. 1 H. J=8.49 Hz), 4.77(s, 2H), 4.03(s, 2H), 3.29(s, 2H), 2.77(d. 2H, J=7.43 
Hz), 2.17(8, 3H), 1.17(m, 1H), 0.62(m. 2H), 0.28(m, 2H) . MS(ES ) M-H= 520.90. HPLC(C-18, 3nm) 
1%MeOH/0-90% CHgCN/Water (0.1% TFA)/(50mM EtaN/TFA) 4min run Rt=2.67 min 

{2rMethyl-44({2-(4^trifluoromethyi}piieny[)«4-t(pentylam!no)methyl]-1,3-thi^^ 
15 yl}methyl)su[fanyl]phenoxy>acetic acid 

^H NMR 300MHz 5 8.06(d, 2H, J=8.23 Hz), 7.69(d. 2H, J=8.23 Hz). 7.05(m, 2H). 6.66(d, 1H. 
J=8.23 Hz). 4.67(s, 2H). 4.06(s, 2H), 3.35(s, 2H), 2.78(t. 2H. J=6.64 Hz). 2.17(s, 3H), 1.71(m, 2H), 
1 .22(m, 4H). 0.83(t, 3H. J=6.64 Hz) . MS(ES-) M-H= 536.90. HPLC(C-18, 3jim) 1%MeOH/0-90% 
CHgCN/Water (0.1% TFA)/(50mM EtaN/TFA) 4nfiin run Rr2.8a min 

20 

4-({[4^[4''(2-HydroxyethyO"1-piperazinyllmethyl}-2-(4^trlfiuoromethyi}phenyI)"1,34hiaz^ 
yl]metiiyl}sulfanyl)-2"methylpiienoxy]acetlc acid 

^H NMR (CD3OD) 300MHz 5 8.1 6(d, 2H, J=8.23 Hz), 7.8a(d, 2H, J=8.23 Hz), 7.26(m, 2H), 
6.80(d. 1H. J=8.49 Hz), 4.76(s. 2H), 4.40(s, 2H), 3.95(m, 2H), 3.84(s. 2H), 3.54(br s, 4H), 3.33(m, 2H), 
25 3.20(br s, 4H), 2.22(s. 3H) . HPLC(C-1 8. 3^m) 1 %MeOH/0-90% CHgCN/Water (0.1 % TFA)/(50mM 
EtgN/TFA) 4min run Rj=2.48 min 

(2"Mettiyl-4"{[(2-(4-{trifluoromethyl}phenyl)-4-^[(3-pyridinylmetliyl)amino]methyl}-1,3-thia^^ 
yOmethy[lsulfany[}phenoxy)acetlc acid 

30 ^H NMR (CDCI3) 300MHz 5 8.58(d, 1 H. J=1 .59 Hz), 8.48(dd, 1 H, J=4.78, 1 .59 Hz), 8,03(m, 

3H). 7.66(d. 2H, J=8.23 Hz), 7.24(m, 1H), 7.06(d, 1H, J=2.39 Hz), 6.99(d. 1H, J=2.39 Hz), 6.59(d, 1H. 
J=8.49 Hz), 4.61 (s, 2H). 4.04(s, 2H), 3.93(s. 2H), 3.28(s, 2H). 2.13(s. 3H) . MS(ES-) M-H= 557.80. 

HPLC(C-18. 3^m) 1%MeOH/0-90% CHgCN/Water (0.1 % TFA)/(50mM EtaN/TFA) 4min run Rt=2.44 
min 

35 

i ;4-({[4-[ (3-Hy droxy-1-piperidinyl)methyl]-2-(4-{trifiuoromethyl}phenyl)-1,34hiazol-5^ 
vnmethyi}suifanyl)-2-mettivipiienoxy]acetic acid 

^H NMR (CDCI3) 300MHz 5 8.00(d. 2H, J=8.37 Hz), 7.69(d. 2H. J=8.37 Hz), 7.23(dd, 1H, 
J=8.55, 2.20 Hz), 6.94(d, 1H, J=2.20 Hz). 6.69(d, 1H, J=8.55 Hz). 4.68(s, 2H). 4.21 (s, 2H), 3.1 6(m. 
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7H), 2.12(s, 3H). 1.63(m, 4H) . MS(ES-) M-H= 550.8. HPLC(C-18, 3|iim) 1%MeOH/0-90% 
CHgCN/Water (0.1% TFA)/(50mM EtaN/TFA) 4min run Rt=2.58 min 

[4-({[4^[(4-Hydroxy-1-piperidmyl)methytl-2"(4-{trifluoromethyl}phenyl)-1,3-thlazoN^ 
5 yllmethyl>sulfanyl)-2-methylphenoxylacetic acid 

NMR (CDCI3) 300MHz 5 7.97(d, 2H. J=8.23 Hz). 7.65(d. 2H, J=8.23 Hz). 7.1 1 (m. 2H), 
6,58(d. 1H. J=8.23 Hz). 4.53(s, 2H). 4.18(s, 2H). 3.86(br s, 1H). 3.62(m. 2H), 3.12(m. 2H). 2.95(m. 
2H). 2.15(s. 3H), 2.04(m, 2H). 1.77(m, 2H) . HPLC(C-18, 3]m) 1%MeOH/0-90% CHaCN/Water (0.1% 
TFA)/(50mM EtgN/TFA) 4min run Rt=2.54 min 

10 

[4-({[4>{[2-(hydroxyniethyl)"1-plper(dinyllmethyl}-2-(4-{trifluoromethyl}ph 
yllmethyI}sulfanyl)-2"methvlphenoxy]acetlc acid 

MS(ES-) M-H= 564.94. HPLC(C-18, S^irn) 1%MeOH/0-90% CHgCN/Water (0.1% TFA)/(50mM 
EtaN/TFA) 4min run R|=2.66 min 

15 

[4^{[4.{[4-(Hydroxymethy))»1-piperidinyllmethyl}'2-(4-{trifluoronriethyl}phenyl 
yl]methyl}sulfanyl)"2-methylphenoxy]acetic acid 

^H NMR (CDCI3) 400MHz 6 7.94(d. 2H. J=8.20 Hz). 7.64(d, 2H, J=8.20 Hz), 7.13(dd. 1H. 

J=8.55, 2.39 Hz), 7.06(d, 1H, J=2.39 Hz), 6.58(d, 1H, J=8.55 Hz), 4.60(s, 2H), 4.45(s, 2H). 4.18(s, 
20 2H), 3.56(m. 6H), 2.75(br s. 1H). 2.11(s. 3H). 1.68(m. 4H) . MS{ES-) M-H= 564.93. HPLC(C-18. 3|im) 
1%MeOH/0-90% CHaCN/Water (0.1% TFA)/(50mM EtgN/TFA) 4min run R4=2.56 min 

[2-Methyl-4-({[2-(4-{trlfluoromethyl}phenyl)«-4"(4-morpiionnylmethyl)*1,3-tliia2ol-5- 
yl]methyl}suifanyl)phenoxy]acetic acid 

25 ^H NMR (CD3OD) 300MHz 5 8.1 1(d, 2H, J=8.23 Hz). 7.79(d. 2H, J=8.23 Hz), 7.25(br s. 1H), 

7.17(dd, 1H, J=8.23, 2.39 Hz), 6.74(d. 1H. J=8.23 Hz), 4.46(s, 2H), 4.32(s. 2H). 3.69(brs. 4H), 3.47(s. 
2H). 2.50(br s, 4H). 2.23(s, 3H) . MS(ES ) M-H= 536.43. TLC(20% MeOH/CHaClz) Rr 0-39 

[4-({[4-[(Cyclohexylamino)methyl]-2"(4"{trlfluoromethyl}phenyl)>1,3-thlazoi"5- 
30 ynmethyl}sulfanyl)-2-miethylphenoxy]acetic acid 

^H NMR (CDCia) 400MHz 6 8.01 (d. 2H, J=8.20 Hz). 7.66(d. 2H, J=8.20 Hz). 7.04(m. 2H), 
6.61 (d. 1H, J=8.20 Hz), 4.64(s. 2H). 4.14(s. 2H). 3.39(s. 2H), 2.86(m, 1H), 2.14(s. 3H), 2.01 (m, 2H), 
1 .73(m, 2H). 1 .48(m. 4H). 1 .08(m, 2H) . MS(ES-) M-H= 548.7-. HPLC(C-1 8, 3mjh) 1 %MeOH/0.90% 
CHaCN/Water (0.1% TFA)/(50mM EtaWn-PA) 4min run Rt=2.75 min 

35 

f2-MethyM-({[4-{[(2~metiivlcyciohexyl)amino]methyl}-2-(4-{trlfluorometiiyl}plienyl)-1,34hi 
5-vllmethyl}suffanyllphenoxylacetic acid 

^H NMR 400MHz 5 7.98(d, 2H. J=8.20 Hz). 7.68(d, 2H. J=8.20 Hz). 7.09(dd, 1H, J=8.37, 2.39 
Hz), 6.98(d. 1H. J=2.39 Hz). 6.65(d. 1H. J=8.37 Hz). 4.66(s, 2H), 4.1 5(d, 1H. J .70 Hz). 4.00(d, 1H. 
40 J .70 Hz). 3.53(d. 1H. J .04 Hz). 3.33(d. 1H, J .04 Hz), 2.53(m, 1H). 2.1 0(s, 3H). 1 J4(m, 7H). 1.37(m. 
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2H). 1.03(d. 3H, J=6.32 Hz) . MS(ES-) M-H= 562.80. HPLC(C-18. 3\m\) 1%MeOH/0-90% 
CHgCN/Water (0.1% TFA)/(50mM EtgN/TFA) 4min run Ri=2.87 min 

[2-MethyM-({[4»{[(3-methylcyclohexyl)aminolmethyl}-2-(4H;trmuoromethy^ 
5 5-ynmethyl}sulfanyi)phenoxy]acetic acid 

NMR 400MHz 5 8.01 (d, 2H, J=8.20 Hz), 7.68(d, 2H, J=8.20 Hz), 7.05(m. 2H). 6.62(d, 1 H. 
J=8.37 Hz). 4.68(s, 2H), 4.29(s, 2H). 3.32(s, 2H), 2.90(m. 1H), 2.1 5(s, 3H), 2.00(m, 5H), 1.56(m, 4H). 
0.89(d, 3H. J=6.32 Hz). MS(ES-) M-H= 562.9. HPLC(C-18, 3^m) 1%MeOH/0-90% CHaCN/Water 
(0.1% TFA)/(50mM EtgN/TFA) 4min run Rt=2.85 min 

10 

[2-Methyi-4-({[4^[(4"nriethylcyclohexyl)aminolniiethyl}"2"(4^trifluorometh 
5"yl]methyl}su1fanyl)phenoxylacetic acid 

NMR 400MHz 5 7.99(d, 2H, J=8.20 Hz). 7.64(d, 2H, J=8.20 Hz), 7.02(m. 2H). 6.59(d, 1H, 
J=8.03 Hz), 4.58(s, 2H), 4.16(s, 2H), 3.44(s, 2H), 2.90(br s. 1H), 2.12(s, 3H), 2.01(m, 3H), 1.62(m, 
15 6H), 0.90(d. 3H, J=6.84 Hz). MS(ES-) M-H= 562.90. HPLC(C-18, 3^m) 1%MeOH/0-90% 
CHgCN/Water (0.1% TFA)/(50mM EtgN/TFA) 4min run Rt=2.85 min 

[2-lVlethyl-4-({[4-H2-niethylphenoxy)methyl]»2-(4Ktrifluoromethyl}phenyl)^ 
yllmethyl}sulfanyl)phenoxy]acetic acid 
20 ^H (CDCI3) 300MHz 5 8.03(d, 2H, J=8.23 Hz), 7.72{d. 2H. J=8.23 Hz), 7.1 7(m, 4H), 6.91 (m, 

2H). 6.59(d. 1H. J=8.49 Hz), 4.96(s, 2H), 4.67(s. 2H). 2.25(s, 3H). 2.21 (s, 3H). MS(ES-) M-H= 557.8 

I2-1\/iethyM-({I4-r(3-methylphenoxy)methyn-2-(4^trifluoromethyl}phenyO 
ynmethyi}sulfanyl)phenoxy]acetic acid 
25 (CDCy 300MHz 6 8.06(d, 2H. J=8.23 Hz), 7.73(d, 2H. J=8.23 Hz), 7.26(dd, 1 H. J=2.39. 

0.53 Hz), 7.20(t, 1H, J=7.83 Hz). 7.12(ddd. 1H. J=8.49, 2.39, 0.53 Hz). 6.80(m, 3H). 6.61(d, 1H. 
J=8.49 Hz). 4.86(s. 2H), 4.67(s, 2H), 4.32(s, 2H), 2.36(s, 3H), 2.23(s, 3H). MS(ES-) M-H= 557.83 

[2-MethylM-({[4"[(4-Methyllphenoxy)methyl]-2-(4>{trifluoromethyl}pheny^ 
30 yllmethyl}sulfanvi)phenoxylaceticacid 

MS(ES-) M-H= 557.8 

CHN Analysis: Theory LSHjO (C. 57.33%; H. 4.64%; N, 2.39%) Found (C, 57.34%; H, 
4.24%; N, 2.37%) 

35 [4-({[4-[(3-Cyanophenoxy)methyl]-2-(4'^trifluoromethvl>phenyl)-1.34hiazol"5- 
ynnnethvl}sulfanyl)"2-M6thyilphenoxy]acetfc acid 

^H (CDCI3) 300MHz 6 8.05(d, 2H, J=8.23 Hz). 7.74(d, 2H. J=8.23 Hz), 7.38(m, 2H), 7.17(m. 
4H), 6.67(d. 1H. J=8.23 Hz). 4.76(s. 2H). 4.72(s. 2H). 4.26(s. 2H). 2.23(s. 3H). MS(ES-) M-H= 569.2 



wo 02/059098 



PCTAJSOl/51056 



88 



[4-({[44(4"Cyanophenoxy)methyl1-2"(4-{trifluoromethyl}phenyO-1,34hiazol"5-' 
yilmethyl}suifanyl)-2-methylphenoxylacetic acid 

(CDCI3) 300MHz 5 9.94(s, 1H), 8.03(d, 2H. J=8.23 Hz), 7.73(d, 2H. J=8.23 Hz), 7.60(d. 
2H, J=9.03 Hz), 7.27(d, 1H, J=2.12 Hz). 7.10(dd, 1H, J=8.49, 2.12 Hz). 7.00(d, 2H, J=9.03 Hz). 
5 6.61 (d. 1 H, J=8.49 Hz), 4.85(s, 2H). 4.69(s, 2H), 4.25(s. 2H), 2.21 (s, 3H). MS(£S-) M-H= 569.2 

(2>Methyl-4-^[(4"{[4-(5"methyl-1,2,4<)xadiazol-3-yl)phenoxy]methyl}"2-phenyl"1,34hiazol^ 
yl)methyllsulfanyl}phenoxyacetic acid 

(CDCia) 400MHz 7.95{d, 2H, J=9.06 Hz). 7.87(m, 2H). 7.43{m. 3H). 7.20(d, 1H, J=2.39 
10 Hz), 7.05(dd. 1H. J=8.55. 2.39 Hz). 6.95(d. 2H, J=9.06 Hz). 6.52(d. 1H, J=8.55 Hz). 4.80(s, 2H). 
4.61 (s. 2H). 4.24(s. 2H). 2.63(s, 3H). 2.1 7(s, 3H). MS{ES-) M-H= 558.40 

2-(2-Methyl-4-{[(4-{[4-(5-methy]>-1,2,4>oxadjazoN3-yJ)phenoxy]methyl}"2-phenyl-1,34hi 
yl)methyllsulfanyl}phenoxv)propanoiG acid 

15 'H (CDCI3) 400MHz 6 7.93(d, 2H, J=9.06 Hz). 7.85(m, 2H), 7.40(m, 3H), 7.19(d, 1H, J=2.22 

Hz), 7.02(dd, 1H, J=8.37, 2.22 Hz), 6.94(d, 2H, J=9.06 Hz), 6.52(d. 1H. J=8.37 Hz), 4.81 (d, 1H, J .79 
Hz). 4.74(d, 1H, J .79 Hz), 4.68{q, 1H. J=6.78 Hz), 4.21 (s, 2H), 2.62(m, 3H). 2.1 6(s, 3H), 1.61(d, 3H, 
J=6.78Hz). MS(ES")M-H= 571.50 

20 2-{2>Methyl--4-[({4-{[3"(5-methyl--1,2,4-oxadiazol-3-yl)phenoxy]methyl}-2-I4- 

(trif[uoromethyl)phenyll-1,3-thiazol-5-yi}methyl)sulfanyllphenoxy}propanolc acid 

^H NMR (CDCI3) 400MHz 5 7.99(d. 2H. J=8.20 Hz), 7.67(m, 3H), 7.47(m. 1H), 7.36{t. 1H. 
J=8.03 Hz), 7.10(dd. 1H, J=8.37, 2.39 Hz), 7.04(dd. 1H. J=8.37, 2.39 Hz), 6.99(m. 1H), 6.61 (d. 1H. 
J=8.37 Hz), 4.75(q, 1H, J=6.84 Hz), 4.62(d, 1H, J ,45 Hz), 4,43(d, 1H, J .45 Hz), 4.23(d, 1H, J .70 Hz). 
25 4.1 6(d, 1 H. J .70 Hz). 2.70(s, 3H), 2.1 2(s. 3H), 1 .68(d. 3H, J=6.84 Hz). MS(ES*) M+H= 642.00 

2-(2-Methyl-4^[(4^[3-(5-methyl-1,2,4-oxadia2ol^-yl)phenoxylmethyl}-^^^ 
yi)methyllsulfanyl>phenoxv)propanoic acid 

^H NMR (CDCy 400MHz 6 7.90(m, 2H), 7.67(t, 1H, J=7.52Hz), 7.46(m, 1H). 7.42(m, 3H). 
30 7.35(t, 1 H, J=7.52 Hz). 7.08(dd, 1 H, J=8.37. 2.39 Hz), 7.04(d, 1 H, J=8.37 Hz). 7.00(d, 1 H, J=2.39 Hz), 
6.61 (d. 1H. J=8.37 Hz). 4.73(q, 1H. J=6.84 Hz). 4.58(d. 1H, J .45 Hz). 4.43(d. 1H. J .45 Hz). 4.20(d. 
1H. J .70 Hz). 4.15(d. 1H. J .70 Hz), 2.69(s. 3H), 2.12(s. 3H), 1.66(d, 3H. J=6.84 Hz). MS(ES*) M+H= 
573.80 

35 [2-Methyl-4-({[2"(4-{trmuoromethyl}phenyl)>4-{phenoxymethyl)''1,3-thia2ol"5- 
yllmethyi}sulfanyl)phenoxy]acetic acid 

^H (CDCI3) 300MHz 5 8.02{d. 2H. J=8.23 Hz). 7.70(d, 2H, J=8.23 Hz), 7.33(m, 2H). 7.22(s, 
1H), 7.1 2(d, 1H. J=9.03 Hz), 6.98(m, 3H), 6.58(d, 1H. J=8.49 Hz), 4.87(s. 2H), 4.63(s, 2H), 4.30(s, 
2H), 2.22(s, 3H). TLC(5% MeOH/CHsCy R, = 0.17 
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(2-Methyl-4-{[(4-{[3-(5-methyl-1,2,4-oxadiazol>3-yl)phenoxylmethyl}-2-phenyl-1,3"t^ 
yl)methyl]sulfanyl}phenoxy)acetic acid 

NMR (CDCI3) 400MHz 5 7.91 (m, 2H), 7.95(d, 1H, J=7.69 Hz), 7.47(m, 1H), 7.42(m, 3H), 
7.35(t, 1 H, J=7.95 Hz), 7.13{dd, 1 H, J=8.37, 2.39 Hz), 7.04(s, 2H), 6.60(d, 1 H, J=8.37 Hz), 4.67(s. 
5 2H), 4.57(s. 2H). 4.20(s, 2H), 2.69(s. 3H), 2.12(s, 3H). 
MS(ES*) M+H= 560.30 

2>{2>Methyl-4^({4->{[4>(5-methyl-1,2,4-oxadiazol-3-yi)phenQxy]methyl}-2>r4- 
(trifluoromethyl)phenyll-1,3-thiazol^-yl}methyl)sulfanyllphenoxy}propanoic acid 

10 ^H (CDCI3) 400MHz 5 7.94{m, 4H). 7.66(d, 2H, J=8.20 Hz). 7.18(d, 1 H. J=2.22 Hz). 7.03{dd. 

1H. J=8.20, 2.22 Hz), 6.94(d, 2H, J=8.89 Hz), 6.53{d, 1H, J=8.20 Hz), 4.85(d, 1H, J .79 Hz), 4.80(d. 
1H. J .79 Hz), 4.69(q, 1H, J=6.84 Hz). 4.26(d. 1H. J .70 Hz), 4.21 (d. 1H. J .70 Hz). 2.63{m. 3H), 
2.1 8(s, 3H). 1.62(d. 3H. J=6.84 Hz), 
MS(ES-) M-H= 640.00 

15 

{2"EthyM-[({4-{[4"(4"fluorophenyl)-1"piperazinyl]methyl}*'2"[4-^trifluoromethyl)phen^ 
thla2oi-5-yl}methyl)sulfanyl]phenoxy}acetic acid 

^H NMR {CDCI3) 400MHz 5 7.g8(d, 2H, J=8.06 Hz). 7.67(d. 2H. J=8.06 Hz). 7.11(dd, 1 H, 
J=8.61, 2.20 Hz), 7.02(d. IN. J=2.20 Hz), 6.93{m, 2H), 6.82(m. 2H), 6.68(d. 1H. J=8.61 Hz). 4.62(s, 
20 2H), 4.12(s. 2H). 3.44(s. 2H). 3.25(m. 4H). 3.02(br s, 4H), 2.58(q, 2H. J=7.51 Hz). 1.10(t. 3H. J=7.51 
Hz), 

MS(ES-) M-H= 644.5 

{4"[({4-[(4-Acetyl"1"piperazinyl)met>iy[l-2"[4'-(trifluoromethyl)pheny!]-1,3-th!azol'5- 
25 yl}methyl)sulfanyl]-2-ethylphenoxy}acetlc acid 

^H NMR (CDCI3) 300MHz 5 8.04(d, 2H. J=8.28 Hz), 7.75(d, 2H, J=8.28 Hz). 7.22(dd, 1H, 
J=8.55, 2 21 Hz). 7.03(s, 1H), 6.74(d, 1H, J=8.55 Hz). 4.74{s, 2H). 4.13(s, 2H),.?..76(br s, 4H), 3.36(s. 
2H). 2.99(br s, 2H). 2.72{br s. 2H). 2.61(q, 2H. J=7.45 Hz), 2,09(s, 3H). 1 .12(t. 3H, J=7.45 Hz), 

MSCES"^) M+H= 594.1 

30 

{4-[({4-{[4-(4-Acetylphenyi)-1-piperazinyllmethyl}-2-[4-(trifluoromethyl)phenyl]^^ 
vl}metliyl)sulfanyl]»2-ethylphenoxy}acetic acid 

^H NMR (CDCI3) 400MHz 5 7.95(d, 2H, J=8.42 Hz), 7.84(d. 2H, J=8.97 Hz), 7.67(d, 2H, 
J=8.42 Hz), 7.14(dd, 1H, J=8.42. 2.20 Hz), 6.95(s, 1H), 6.80(d. 2H. J=8.97 Hz), 6.70{d, 1H, J=8.42 
35 Hz), 4.66{s, 2H), 4.08(s, 2H), 3.54(br s, 4H). 3.38{s, 2H), 3.06(br s. 4H), 2.56(q. 2H, J=7.60 Hz), 
2.49(s. 3H). 1 .08(t, 3H. J=7.60 Hz). 

f2>Etiiyl-4-[({4^[4-(4-methoxyphenyO-1-p!perazinyilmethyl}-244-(trifluorom 
thfazol-5-yl}methyi)sulfanvl]phenoxy}acet!c acid 
40 ^H NMR (CDCI3) 400MHz 5 7.97(d. 2H. J=8.28 Hz). 7.68(d. 2H, J=8.28 Hz), 7.15(dd. 1H. 

J=8.45. 2.24 Hz), 6.94{d. 1H, J=2.24 Hz). 6.88(d. 2H, J=9.14 Hz), 6.79(d. 2H. J=9.14 Hz). 6.72(d, IN, 



wo 02/059098 



PCT/USOl/51056 



90 



J=8.45 Hz), 4.66(s. 2H). 4.08(s, 2H), 3.72(s, 3H), 3.32(m. 6H). 3.09(br s, 4H), 2.56(q, 2H. J=7.50 Hz), 
1.08(t, 3H,J=7.50 Hz), 
MS(ES-) M-H= 656.2 

5 2"(4^[(2-(4>Fluorophenyl)'4"{[4-(phenoxycarbonyl)-1»pipera2inyllmethyl}-1 
yl)methyl]sulfanyl>-2"methylphenoxy)propanoic acid 

^H NMR (CDCy 400MHz 5 7.91{m. 2H), 7.35(m. 3H). 7.19(m, 3H), 7.12(br s. 1H), 7.07(d, 
2H, J=8.79 Hz), 6.67(br s, 1H), 4.68(br s, 1H), 4.27(s, 2H). 3.59(m, 4H). 3.41 (s, 2H). 2.51 (br s, 4H). 
2.1 9(s. 3H). 1.54(d. 1H, J=6.59 Hz). 
10 MS(ES) M-H= 620.4 

2"(4-{[(2"(4"Fluorophenyl)-4-{[4-(isopropoxycarbonyi)-1-p!pera2lnyi]methyl}-1,3-th 
yl)methyl]suifanyl}''2»methylphenoxy)propanoic acid 

^H NMR (CDCy 400MHz 5 7.94(m. 2H), 7.1 9(m. 3H). 7.05(br s, 1H), 6.64(d, 1H. J=8.42 Hz), 
15 4.69(br s. 1H), 4.47(br s, 1H). 4.21 (s. 2H), 3.50(br s, 4H), 3.36(s, 2H), 2.64(br s, 4H), 2.1 8(s. 3H), 
1.57(d, 3H, J=5.68 Hz), 1 .22(d. 6H, J=6.23 Hz), 

MS{ES ) M-H= 586.2 

244-({r4^[4-(Ethoxycartionyl)'-1>pipera2inyllmethyl}-2^4"fluorophenyl)"1,34hlazol^ 
20 ynmethyl}suIfanyl)-2-methylphenoxy]propanoic acid 

NMR (CD3OD) 400MHz 5 7.93(m, 2H), 7.1 9(m, 3H), 7.09(br s, 1H), 6.67(br s, 1H), 4.70{br 
s, 1H), 4.21(s. 2H), 4.10(q, 2H. J=7.14 Hz), 3.49(m, 4H), 3.37(s, 2H). 2.60(br s. 4H), 2.18(s, 3H). 
1.58(br s. 3H), 1.23(t. 3H, J=7.14 Hz), 
MS{ES ) M-H= 572.2 

25 

2-(4-{[(2-(4-Fiuorophenyl)-4-{[4-(3-methoxyphenyl)-1-piperazinyl]methylH,3>thi^^ 
y|)methyl]sulfanyl}"2"methylphenoxy)propanolc acid 

^H NMR (CDCy 400MHz 5 7.84(m. 2H), 7.13{m. 4H). 6.92(br s, 1 H), 6.72(br s, 1H),6.44(m. 
3H), 4.38(br s. 1H), 4.00(s, 2H), 3.74(s, 3H). 3.40(m, 6H), 3.03(m. 4H). 2.17(s. 3H), 1.61(m. 3H). 
30 MS{ES*) M-H= 606.2 

2-I4-({[4K[444-Acetylphenyl)-1-pipera2inyl1methyl}-2-(4-fluorophenvl)-1.34hiazoW 
vnmethyi}sulfanyl)-2-methylphQnoxylpropanoic acid 

^H NMR (CD3OD) 400MHz 5 7.94(m, 2H), 7.85(d. 2H, J=8.97 Hz), 7.1 8(m. 3H). 7.03(br s, 
35 1H), 6,92(d, 2H, J=8.97 Hz), 6.67(br s, 1H). 4.61(br s, 1H). 4.19(s. 2H), 3.41(m, 6H), 2.73(br s, 4H), 
2.48(s, 3H). 2.1 7(s, 3H), 1.61(brs, 3H). 
MS(ES-)M-H= 618.2 



2-(4-^[(2-(4-Fluorophenyl)^4-{[4>(4-methoxvphenyl)-1-piperazinvnmethvl}-1,3-thia2ol-5- 
40 y|)methyllsulfanyl}-2"methylphenoxy)propanoic acid 
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NMR (CDjOD) 400MH2 8 7.97(m, 2H), 7.18(m, 3H), 7.02(br s. 1H), 6.91(d, 2H, J=8.79 
Hz), 6.81 (d, 2H, J=8.79 Hz), 6.62(br s, 1H). 4.66(brs. 1H). 4.17{s, 2H). 3.72(s. 3H), 3.41(s. 2H). 
3.15(br s, 4H), 2.92(br s, 4H). 2.18(s, 3H). 1 .59(br s, 3H). 
MS(ES-) M-H= 606.2 

5 

{4-[({4-[(4-Acetyl-1-plpera2lnyl)methyll-2-[4-(trifluoromethyl)phenyll-1,3-thla2;ol-5- 
yl}methyl)sulfanyll-2-propylphenoxy}aceticacid 

'H NMR (CD3OD) 400MHz 5 8.07(d, 2H. J=8.28 Hz), 7.75(d, 2H, J=8.28 Hz), 7.21 (dd, 1H, 
J=8.45. 2.41 Hz). 7.09(d, 1H, J=2.41 Hz), 6.74(d, 1H, J=8.45 Hz), 4.65(s, 2H), 4.26(s, 2H), 3.60(br s, 
1 0 4H). 3.53(s, 2H), 2.75(t, 2H, J=4.74 Hz), 2.69(t, 2H, J=4.74 Hz), 2.52{t, 2H, J=7.41 Hz), 2.07(s, 3H), 
1.50(m. 2H), 0.80(t, 3H, J=7.41 Hz), 
MS(ES-)M-H= 606.3 

{4-[({4^[4-(3-Methoxyphenyl)-1-pipeixginyl]methyl}-2-[4-(trffluoromethyl)phenyl]-1^-ft 
15 yl}inethyl)suifanyl]-2-propylphenoxy}acetlcacld 

'H NMR (CD3OD) 400MHz 6 8.1 1(d. 2H. J=8.28 Hz). 7.77(d, 2H. J=8.28 Hz), 7.19(dd, 1H. 
J=8.28, 2.41 Hz). 7.13(t, 1H. J=8.45 Hz). 7.08(d. 1H. J=2.41 Hz), 6.73(t, 1H, J=8.45 Hz). 6.54(dd. 1H, 
J=8.28, 2.41 Hz). 6.49(t. 1H. J=2.33 Hz). 6.45(dd. 1H, J=8.28. 2.41 Hz). 4.58(s. 2H), 4.26(s, 2H). 
3.73(s, 3H), 3.69(s, 2H), 3.31 (m, 4H), 3.1 1 (t, 4H, J=4.66 Hz), 2.52(t, 2H, J=7.33 Hz). 1 .49(8, 2H), 
20 0.80(t, 3H. J=7.33 Hz). 

MS(ES-) M-H= 670.3 

{4-I({4^[4-(4TAcetvlphenyl)-1-piperazinyllmethyl}-2-[4-(trifluoromethyl)phenyl]-1,34hlazoi-5- 
yl}methyl)sulfanyl]-2-propylphenoxy}acetlc acid 
25 'H NMR (CDCI3) 400MHz 5 7.93(d, 2H, J=8.45 Hz). 7.82(d, 2H. J=8.97 Hz). 7.68(d. 2H, 

J=8.45 Hz). 7.19(dd, 1H, J=8.45. 2.41 Hz), 6.78(m, 4H). 4.73(s. 2H). 4.03(s. 2H). 3.71 (t, 4H, J=5.09 
Hz). 3.28(m. 6H), 2.47(m. 5H), 1.46{m, 2H), 0.86(t. 3H. J=7.24 Hz). 
MS(ES)M-H= 682.1 

30 {4-[({4-{[4-(4-Methoxyphenyl)-1-pipera2inyllmethyl}-2-[4-(trifluoromethyl)phenyll-1,3-thiazol-5- 
yl}methyl)sulfanyl]-2-propvlphenoxy)acetlcacid 

^H NMR (CD3OD) 400MHz 5 8.1 1(d, 2H, J=8.10 Hz), 7.77(d, 2H, J=8.10 Hz), 7.19(dd, 1H, 
J=8.62. 2.24 Hz), 7.08(d. 1H. J=2.24 Hz). 6.93(d. 2H, J=9.14 Hz), 6.82(d. 2H. J=9.14 Hz), 6.74(d. 1H, 
J=8.62 Hz). 4.59(s. 2H). 4.26(s, 2H), 3.73(s, 2H). 3.71(s, 3H). 3.18(m. 8H), 2.52(t. 2H, J=7.33 Hz). 
35 1 .48(m, 2H), 0.80(t, 3H. J=7.33 Hz). 
MS(ES*)M+H= 672.2 

2-{2-Ethyl-4-[({4-ff4K3-methoxyphenyl)-1-piperazinyllmethyl}-2-r4-(trifluoromethyl)phenvn-1.3- 
thiazol-5-yl}methvl)suifanyllphenoxy}propanoicacid 
40 ^H NMR (CDCI3) 4OOMH2 8 7.95(d. 2H, J=8.28 Hz), 7.66(d, 2H, J=8.28 Hz). 7.12{m, 2H). 

6.90(8. 1H), 6.76(d, 1H, J=8.28 Hz), 6.45(m, 3H), 4.80(q, 1H, J=6.90 Hz), 4.02(s, 2H), 3.73(s, 3H), 
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3.35(m, 4H). 3.21(d, 1H, J .66 Hz), 3.15(cl. 1H, J .66 Hz). 2.95(brs, 4H). 2.55(s, 2H), 1.62(d, 3H. 
J=6.90 Hz), 1.07(t, 3H, J=7.50 Hz), 
MS(ES') M-H= 670.0 

5 2K4-[({4-{[4-(4-Acetyiphenyl)-1>piperaziny!]methyl}-2-[4-(trifluoromGthyl)phe^^ 
yl}methvl)sulfanyi)-2-ethy!phenoxy}propanoic add 

^H NMR (CDCI3) 400MHz 5 7.93(d, 2H, J=8.28 Hz), 7.82(d, 2H, J=8.97 Hz), 7.65(d, 2H, 
J=8.28 Hz), 7.08(dd, 1H, J=8.62, 2.41 Hz), 6.87(d, 1H. J=2.41 Hz). 6.79(d, 2H, J=8.97 Hz). 6.72(d. 
1H. J=8.62 Hz). 4.80(q, 1H, J=6.72 Hz), 4.04(d. 1H. J .66 Hz), 3.98(d. 1H, J .66 Hz). 3.49(br s. 4H), 
10 3.28(d, 1 H, J .83 Hz), 3.14(d. 1 H, J .83 Hz), 3.00(br s, 4H), 2.54(m. 5H), 1 .63(d. 3H. J=6.72 Hz). 
1.06(t. 3H, J=7.50 Hz), 

MS(ES") M-H=682.2 



2>{2'»Ethyi-44({4'^[4-(4>methoxyphenyl)-1"Piperazinyllmethyl}-2-[4-<trifluoromethy 
15 thiazol>'5-yl}methyl)sulfanyl]phenoxy}propanoic acid 

^H NMR (CDCI3) 400MHz 5 7.97(d, 2H, J=8.45 Hz), 7.66(d. 2H, J=8.45 Hz), 7.10(dd, 1H. 
J=8.45, 2.24 Hz). 6.94(d, 1H, J=2.24 Hz), 6,89(d, 2H, J=9.14 Hz), 6.80(d, 2H, J=9.14 Hz). 6.75(d, 1H. 
J=8.45 Hz). 4.77(q, 1H. J=6.72 Hz), 4.04(s, 2H), 3.73(s. 3H), 3.25(m. 6H). 2.96(br s, 4H). 2.57(s, 2H), 
1.61(d, 3H, J=6.72 Hz), 1.09(t, 3H. J=7.50 Hz), 
20 MS(ES-) M-H= 670.3 



2-{2-Ethyl-4-[({4-(4-morpholinylmethyl)-2-[4-(trifluoromethyl)phenyl]-1.3-th 
yl}mGthyl)sulfanyl]phenoxy)propanoic acid 

^H NMR (CDCI3) 400MHz 5 8.01 (d. 2H, J=8.42 Hz). 7.70(d, 2H, J=8.42 Hz), 7.13(dd, 1H, 
25 J=8.42, 2.20 Hz), 6.86(s, 1H), 6.76(d, 1H, J=8.42 Hz), 4.84(q, 1H. J=6.65 Hz). 4.04(d. IN. J .47 Hz), 
3.98{d, 1 H, J .47 Hz), 3.87(br s, 4H), 3.21 (d, 1 H, J .83 Hz), 3.08(d, 1 H, J .83 Hz), 2.95(br s, 4H), 
2.55(s. 2H), 1.64(d, 3H, J=6,65 Hz), 1.07(t, 3H, J=7.51 Hz), 

MS(ES-) M-H=565.0 

30 2"{2*EthyM-[({4-{[4>(4>fluorophenyl)-1-piperazinyllmethyl}-2-[4»(trifluorome 
thiazol-5-yl}methyl)sulfanvnphenoxy}propanoic acid 

^H NMR (CD3OD) 400MHz 5 8.12(d. 2H. J=8.24 Hz), 7.78(d. 2H, J=8.24 Hz). 7.17(dd. 1H. 
J=8.61, 2.20 Hz), 7,1 0(d, 1H, J=2.20 Hz), 6.98(m, 4H), 6.71 (d, 1H, J=8.61 Hz), 4.71 (q, 1H, J=6.90 
Hz). 4.27(s, 2H), 3.66(s. 2H). 3.20(m, 8H), 2.59(q. 2H. J=7.51 Hz). 1.57(d. 3H, J=6.90 Hz), 1.09(t. 3H. 
35 J=7.51 Hz). 

MS(ES-) M-H= 658.0 

2-{4-[({4-H4'Acetyl-1-piperazinyl)methyl]-2-[4-(trifluoromethyl)pheny»]-1,^ 
y|}methyl)sulfanyl]-2-ethvlphenoxy}propanoic acid 
40 ^H NMR (CD3OD) 400MHz 5 8.10(d, 2H. J=8.24 Hz). 7.77(d. 2H. J=8.24 Hz). 7.19(t, 1H. 

J=2.38 Hz), 7.09{d. 1H, J=2.38 Hz), 6.71 (d, 1H. J=8.24 Hz),4.80(q. 1H. J=6.78 Hz). 4.26(s. 2H). 
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3.65(m. 6H), 3.56(d, 1 H, J .92 Hz), 3.51 (d, 1 H, J .92 Hz), 2.83(m, 4H), 2.58(q, 2H, J=7.60 Hz), 2.09(s. 
3H), 1.60(d, 3H, J=6.78 Hz). 1.09(t, 3H, J=7.60 Hz), 
MS(ES-) M-H= 606.0 

5 { 2-EthyM"[({4-(4-morphoiinylmethyl)-2-I4-(trlfluoromethyl)phenyll-1^ 
yl}methyi)suifanyl]phenoxy}acetic acid 

^H NMR (CDCy 300MHz 6 8.05(d. 2H, J=8.28 Hz), 7.75(d, 2H. J=8.28 Hz). 7.19(dd, 1H. 
J=8.65, 2.21 Hz), 6.98(s. 1H). 6J6(d, 1H, J=8.55 Hz), 4 J4(s, 2H), 4.12(s, 2H), 3.95(br s, 4H), 3.32(s, 
2H). 3.06(br s. 4H). 2.61 (q, 2H, J=7.54 Hz). 1 .14(t. 3H, J=7.54 Hz), 
10 MS(ES-)M-H=551.3 

2^2-lsopropyi-44({4"(4-morpholinylmethyl)-2»[4'^trifluoromethyl)phenyl]-1,3-thiazol^ 
yl}methyl)suifanyllphenoxy}propanolc acid 

^H NMR (CD3OD) 4OOIVIH2 5 8.1 1 (d, 2H, J=8.24 Hz). 7.78(d. 2H. J=8.24 Hz). 7.25(dd, 1 H, 
15 J=8.42. 2.38 Hz), 7.00(d, 1H, J=2.38 Hz), 6.74(d, 1H, J=8.42 Hz), 4,88(q, 1H. J=6.78 Hz), 4.25(s, 2H). 
3.84(m. 5H), 3.66(d, 1H, J .28 Hz). 3.22(m, 5H). 1.60(d, 3H, J=6.78 Hz). 1.05(m. 6H), 
.MS(ES ) IV1-H= 579.0 

2-{4"[({4^[4-(4>Fiuorophenyl)"1-piperazinyl]methyl}-2-[4-(trifluorometh 
20 yi}methyl)sulfanyi]-2-'lsopropylphenoxy}propanoic acid 

^H NMR {CD3OD) 4OOMH2 5 8.13(d. 2H, J=8.06 Hz), 7.79(d, 2H, J=8.06 Hz), 7.26(d, 1H, 
J=8.42 Hz). 7.06(s. 1H), 6.99(m, 4H). 6.75{d, 1H, J=8.42 Hz). 4.88(q. 1H. J=6.78 Hz). 4.29(s. 2H), 
3.91(d, 1H. J .10 Hz), 3.80{d, 1H. J .10 Hz), 3.33(m, 9H), 1.60(d, 3H, J=6.78 Hz), 1.08(m. 6H), 

MS(ES-) M-H= 672.0 

25 

2-{44({4-[(4-Acetyt-1-plperazlnyl)methyll-2-[4"(trifluoromethyl)phenyll-1,34h 
yl}methyl)suifanyi]-2-isopropylphenoxy}propanoic acid 
MS(ES) M-H= 620.0 

30 2-{2-lsopropyl-4"[({4-{[4-(3Hnethoxyphenyl)-1-p!perazlnyllmethyl}"2-[4'<W^ 
1 ,34hiazol-5"yl}methyl)sulfanyllphenoxy}propanoic acid 

^H NMR (CD3OD) 400MHz 5 8.1 3(d, 2H, J=8.06 Hz), 7.79(d, 2H, J=8.06 Hz), 7.26(d. 1H. 
J=8.42 Hz), 7.1 6{t. 1H, J=8.42 Hz), 7.06(s. 1H), 6.74(d, 1H. J=8.42 Hz). 6.56(d, 1H. J=8.42 Hz), 
6.50(br s. 2H), 4.90{q, 1H, J=6.78 Hz), 4.27(s, 2H), 3,89(d. 1H. J .10 Hz). 3.79(d. 1H. J .10 Hz). 
35 3.74(s, 3H), 3.34(m, 9H), 1 .60(d, 3H. J=6.78 Hz), 1 .07(m. 6H). 
MS(ES-) M-H= 684.1 

2^4-[({4K[4-(4-Acetylphenyi)-1-piperazinyllmethyl>-2-[4-(trifluorometiiyl)pheny^ 
y|}nnethyl)sulfanvn-2HSopropylphenoxy}propanoic acid 
40 ^H NMR (CD3OD) 400MHz 5 8.1 3(d, 2H. J=8.24 Hz), 7.91 (d, 2H, J=8.97 Hz), 7.78(d, 2H. 

J=8.24 Hz), 7.25(d. 1H. J=8.97 Hz), 7.04(m. 3H), 6.74(d, 1H, J=8.24 Hz), 4.89(q, 1H. J=6.78Hz), 
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4.28(s. 2H), 3.90{d. 1H, J .55 Hz). 3.79(d, 1H. J .55 Hz). 3.60(br s, 4H), 3.32(m, 5H). 2.50(s. 3H). 
1.61(d. 3H, J=6.78 Hz), 1.07(d. 6H. J=7.51 Hz). 
MS(ES-) M-H= 696.2 

5 2-{2-lsopropyl'44({4-{[4-(4Hnethoxyphenyl)-1-piperazinyllmethyl}-'2»I4"(trifluo 
1 ,3«thiazol-5-vl}methyl)sulfanvl]phenoxy>propanoic acid 

^H NMR (CD3OD) 400MHz 5 8.13(d, 2H, J=8.24 Hz). 779(d. 2H. J=8.24 Hz), 7.27(d. 1H. 
J=8.61 Hz), 7.05(s. 1H), 6.95(d, 2H, J=8.79 Hz), 6.84(d, 2H, J=8.79 Hz). 6.75(d, 1H, J=8.61 Hz), 
4.88(m, 1H) buried under MeOH signal. 4.28(s. 2H), 3.90(d, 1H, J .28 Hz), 3.80(d. 1H, J .28 Hz). 
1 0 3.71 (s, 3H), 3.56(br s. 4H), 3.28(m, 1 H) buried under MeOH signal. 2.96(br s, 4H), 1 .58(d. 3H, J=6.59 
Hz), 1.07(rn.6H). 

MS(ES ) M-H= 684.1 

{2-lsopropyl-4-[({4-(4HTiorpholinylrnethyl)-2-[4-(trifluoromethyI)phenyl] 
15 yl}methyl)sulfanyllphenoxy}acetlc acid 

'H NIVIR (CD3OD) 400MHz 6 8.12(d, 2H, J=8.06 Hz), 7.79(d, 2H, J=8.06 Hz), 7.27(d, 1H, 
J=8.42 Hz). 7.04(s. 1H). 6.80(d, 1H, J=8.42 Hz). 4.76(s. 2H), 4.27(s, 2H), 3.87(m, 6H). 3.22(m, 5H). 
1.07(d, 6H. J=6.78 Hz). 

MS(ES-) M-H= 565.0 

20 

{4-[({4-{[4-(4-Fluorophenyl)-1-plperazinyilmethyt}-2-[4-(trifluoronfiethyl)phenyi]-^ 
yl}methyl)suifanyl]-2-isopropylphenoxy}acetic acid 

^H NMR (CD3OD) 400MHz 5 8.13(d. 2H. J=8.06 Hz), 7.79(d, 2H. J=8.06 Hz). 7.28(d, 1H. 
J=8.42 Hz), 7.09(8. 1H), 6.98(m, 4H), 6.81 (d. 1H. J=8.42 Hz). 4.74(s, 2H). 4.28(s. 2H). 3.89(s, 2H), 
25 3.61 (br s. 4H), 3.29{m. 1 H) burled under MeOH signal. 3.02(br s. 4H). 1 .07{d, 6H. J=6.78 Hz). 
MS{ES ) M-H= 658.0 

{4^({4^[(4-Acetyl-1"Piper^azinyl)^nethyil-2^4^(t^ifluoromethyl)phenyll-1^ 
yi}methyl)sulfanyll-2-lsopropylphenoxy}acetic acid 

30 ^H NMR (CD3OD) 400MHz 5 8.13(d, 2H. J=8.06 Hz), 7.79(d, 2H. J=8.06 Hz), 7.28(d, 1H. 

J=8.42 Hz). 7.03(br s. 1H), 6.80(d. 1H. J=8.42 Hz), 4.76(s, 2H), 4.27(s. 2H), 3,80(m, 6H), 3.21 (m, 5H), 
2.1 1(s, 3H). 1.06(d, 6H, J=6.78 Hz). 
MS(ES-) M-H= 606.2 

35 2-{4-[({4-{[4-(4-Methoxyphenyl)>1-piperazinyllmethyl}-»2>[4>(trlfluoromethyl)phe 
yl}methyl)sulfanyll-2-propyiphenoxy}propanolc acid 

^H NMR (CD3OD) 400MHz 5 8.12(d. 2H. J=8.28 Hz). 7.79(d. 2H. J=8.28 Hz). 7.23(dd, 1H. 
J=8.45. 2.24 Hz), 7.09(d, 1H. J=2.24 Hz), 6.95(d, 2H, J=9,14 Hz), 6.84(d, 2H, J=9.14 Hz), 6.71 (d, 1H, 
J=8.45 Hz). 4.81(q, 1H. J=6.72 Hz), 4.29(s, 2H), 3.98(d. 1H, J .14 Hz), 3.90(d, 1H, J .14 Hz), 3.71(s, 
40 3H). 3.60{br s. 4H). 3.21 (m, 4H). 2.50(t. 2H, J=7.33 Hz). 1 .58(d. 3H. J=6.72 Hz). 1 .48(m, 2H). 0.79(t. 
3H, J=7.33 Hz). 
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MS(ES-) M-H= 684.0 

{44({4-(4-Morpholinylmethyi)-2-[4-(trifluoromethyl)phenyll-1,3-thiaz^ 
propylphenoxy}acetic acid 

5 NMR (CD3OD) 4OOMH2 6 8.10(d, 2H. J=8.79 Hz), 7.78(d, 2H. J=8.79 Hz), 7.20(dd. 1H, 

J=8.42, 2.20 Hz), 7.08(d, 1H, J=2.20 Hz), 6.75(d, 1H, J=8.42 Hz), 4.63(s, 2H), 4.26(s, 2H), 3.79(t, 4H, 
J=4.21 Hz), 3.64(s. 2H), 2.97(t, 4H, J=4.21 Hz). 2.53(t, 2H. J=7.42 Hz). 1.50(s. 2H). 0.82(t, 3H. J=7.42 
Hz), 

MS{ES') M-H= 658.0 

10 

{44({4-{[4-(4-Fluorophenyl)-1-pipera2inyi]methyl}-2-[4-(trifluoromethyl)phenyll-1,34^ 
yl}niethyl)sulfanyll-2-propylphenoxy}acetic acid 

^H NMR (CDCIa) 400MHz 5 7.97(d. 2H, J=8.24 Hz), 7.67(d, 2H, J=8.24 Hz), 7.12(dd, 1H. 
J=842. 2.20 Hz). 7.01 (d, 1H. J=2.20 Hz), 6.93(m. 2H), 6.83(m. 2H). 6.69(d. 1H, J=8.42 Hz). 4.62(s. 
15 2H), 4.12(s, 2H), 3.45(s, 2H), 3.26(t. 4H. J=4.85 Hz). 3.04(t, 4H, J=4.85 Hz). 2.52(t. 2H, J=7.33 Hz), 
1.51(s. 2H). 0.83(t, 3H, J=:7.33 Hz). 

2-{44({4-[(3,5-Dimethyl-1-pipera2inyl)methyl]"244-(trifluoromethyl)phenyl]"^ 
yl}methyi}s»!fanyll-2-methyiphenoxy}propanoic acid 

20 ^H NMR (CDCI3) 400MHz 5 8.03{d, 2H, J=8.23 Hz). 7.71 (d. 2H, J=8.23 Hz), 7.20(m, 2H). 

6.66(d, 1H, J=8.55 Hz), 4.72(q. 1H. J=6.64 Hz), 4.26(d, 1H. J .87 Hz), 4.1 8(d. 1H. J .87 Hz). 3.34(m. 
2H). 3.05(m. 2H). 2.71 (m, 2H). 2.21 (s. 3H), 1.97(m. 2H). 1.63(d, 3H. J=6.64 Hz), 1.35(m. 6H), 
MS(ES*) M+H= 580.1 

HPLC(C-18 3pm) 1%MeOH/ 0-99% Acetonitrile/Water (0.1%TFA) 5min run Ri= 3.98 

25 

2-{4-[({4-{[4-(4-Chlorophenyl)-1"pipera2inyi]methyi}"2-[4-(trifiuoromethyl)phenyl]-1,34h 
yl}methyl)sulfanyI]-2-methylphenoxy}propanoic acid 

^H NMR (CDCI3) 400MHz 5 10.42(s. 1 H). 7.92(d. 2H. J=8.20 Hz), 7.64(d. 2H. J=8.20 Hz). 
7.1 5(d, 2H, J=9.06 Hz). 7.01 {d, 1H. J=2.20 Hz), 6.96(d. 1H. J=8.37 Hz), 6.72(d, 2H. J=9.06 Hz), 
30 6.59(d, 1H, J=8.37 Hz), 4.64(q, 1H. J=6.78 Hz), 4.09(s, 2H), 3.58(d. 1H, J .18 Hz), 3.49(d, 1H, J .18 
Hz), 3.26(m, 4H), 3.05(m, 4H). 2.13(s, 3H), 1.56(d, 3H, J=6.78 Hz), 

MS(ES*) M+H= 662.0 

HPLC(C-18 3\m) 1%MeOH/0-99% Acetonitrile/Water (0.1%TFA) 5min run Rt=4.13 

35 2-{4-[({4-{[4-(terf-Butoxycarbonvl)-1-p!perazinyl]niethyl}-244-(trifluoromethyl)phenyl]-1,3- 
thiazol-5-yi}methyi)sulfanyi]"2-methyiphenoxy}propanoic acid 

^H NMR (CDCI3) 400MHz 5 10.G7(s, 1H), 7,93(d, 2H, J=8.23 Hz), 7.63(d, 2H. J=8.23 Hz). 
7.04(s. 1H), 6.98(d, 1H. J=8.37 Hz). 6.58(d, 1H, J=8.37 Hz), 4.66(q. 1H. J=6.78 Hz), 4.12(d. 1H. J .70 
Hz), 4.05(d, 1H, J .70 Hz), 3.47(m. 6H). 2.73(m. 4H), 2.14(s. 3H), 1.57(d. 3H, J=6.78 Hz), 1.38(s. 9H), 
40 MS{ES*) M+H= 652.0 
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HPLC(C-18 3nm) 1%MeOH/ 0-99% Acetonitrile/Water {0.1%TFA) 5mln run R,= 4.16 

2-{2-l\/lethyl-4-[({4-^1"P!pera2inylmethyl)-2-[4-(trifluoromethyl)phenyl]»1.^^^^ 
yj}methyl)sulfanyl]phenoxy}propanoic acid 

5 NMR (CDCI3) 4OOMH2 6 9.26(br s. 1H), 7.97(br s, 2H), 7.63(br s, 2H). 7.10(br s, 2H). 

6.67(br s. 1 H). 4.56(br s, 1 H), 4.1 1(br s, 2H), 3.39(br s, 2H). 2.98{br s, 4H), 2.41 (br s, 4H), 2.07{br s. 
3H),1.44(brs. 3H), 

MS{ES*) M+H= 552 

HPLC(C-18 3nm) 1%MeOH/ 0-99% Acetonitrile/Water (0.1%TFA) 5min run R|= 3.80 

10 

{2"lsopropyl-4"[({4"{[4-(3-methoxyphenyl)-1-piperazinyl]methyl}-2-[4-(trifluoromethyl)pheny 
1 ,3"thiazol-5-yl}methyl)sulf anyl]phenoxy}acetic acid 

NMR {CD3OD) 400MHz 5 8.13(d. 2H, J=8.06 Hz). 7.79(d, 2H. J=8.06 Hz), 7.28(d, 1H, 
J=8.24 Hz), 7.1 5(m, 1H). 7.09(s, 1H), 6.80(d, 1H, J=8.24 Hz), 6.52(m, 3H), 4.74(s, 2H), 4.28(s, 2H), 
15 3.88(s, 2H). 3.73{m, 3H), 3.48(br s, 4H). 3.29(m, 1H) buried under MeOH signal, 3.05(s, 4H). 1.06(d. 
6H. J=6.59 Hz), 

MS(ES-) M-H= 670.0 

{44({4-{[4-(4-Acetyiphenyl)-1-piperazinyllnriethyl}-2-[4-(trifluoronfiethyl)phenyll-1,^ 
20 yl}methyl)sulfanyll"2«-isopropylphenoxy}acetic add 

^H NMR (CD3OD) 400MHz 6 8.1 3(d. 2H, J=7.87 Hz), 7.91 (d, 2H. J=8.79 Hz), 7.78(d, 2H. 
J=7.87 Hz), 7.27(d, 1H, J=8.24 Hz), 7.09(br s, 1H), 7.02(d, 2H, J=8.24 Hz), 6.80(d, 1H, J=8.79 Hz). 
4.74(s, 2H), 4.29{s, 2H), 3.89(s, 2H). 3.62(br s, 4H), 3.30(m. 5H), 2.51 (s, 3H), 1.07(d, 6H. J=6.78 Hz). 

MS{ES-) M-H= 682.0 

25 

{2-lsopropyl-4-[({4'^[4"(4-methoxyphenyl)-1-p[perazinyllmethyl}"2"[4"(trifluorom 
1 ,3-thiaizcli"5-yl}methyl)sulfanyl]phenoxy}acetic acid 

^H NMR (CD3OD) 4OOMH2 5 8.13(d, 2H, J=8.06 Hz), 7.79(d, 2H. J=8.06 Hz), 7.29(d, 1H, 
J=8.45 Hz), 7.09(s. 1H). 6.98(d, 2H. J=8.45 Hz). 6.83(m. 3H). 4.73(s. 2H). 4.30(s, 2H). 3.90(s. 3H). 
30 3.35(m. 1 1 H). 1 .07(d, 6H. J=6.59 Hz), 
MS(ES-) M-H= 670.0 

2^4-[({4-(4-Morpholinylnriethyl)"2-[4-(trifIuoromethyi)phenyll-1,3-thiazol-^^^ 
propylphenoxy}propanoic acid 

35 ^H NMR (CD3OD) 400MHz 8 8.1 8(d, 2H, J=8.00 Hz), 7.84(d, 2H, J=8.00 Hz), 7.30(dd, 1 H, 

J=8.55, 2.48 Hz), 7.1 1(d, 1H, J=2.48 Hz), 6.78(d, 1H, J=8.55 Hz), 4.91 (s. 1H) buried under MeOH 
signal, 4.33(s. 2H). 3.94(m. 6H). 3.24{br s. 4H), 2.56(t. 2H. J=7.45 Hz), 1 .59(m, 5H), 0.86(t, 3H. 
J=:7.45 Hz), 

MS(ES-) M-H= 579.0 
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2^44({4-^r4-(4-Fluorophenyl)-1-piperazinynmethyl^244-(trifluoromethyl)phenyn-1.3-thiazol^ 
yl}methyl)sulfanyr|-2-propylphenoxy}propanoic acid 

'H NMR (CD3OD) 400MHz 5 8.18(d, 2H, J=8.28 Hz), 7.85(d. 2H, J=8.28 Hz), 7.30(cld, 1H, 
J=8.55, 2.21 Hz). 7.1 6(d, 1H. J=2.21 Hz). 7.06(m. 4H), 6.78(d. 1H. J=8.55 Hz), 4.89(br s, IN) hidden 
5 under MeOH signal. 4.35(s. 2H). 4.06(d. 1 H. J .35 Hz). 3.98(d. 1 H. J .35 Hz), 3.68(br s. 4H), 3.08{br s. 
4H). 2.56(t, 2H. J=7.45 Hz), 1.57(m. 5H). 0.86(t, 3H. J=7.45 Hz). 

IVIS(ES-) M-H= 672.0 

2-{4-[({4-[(4-Acetyl-l-ptpeitcelnyl)methyn-2-r4^trmuoromethyl)phenyl]-1.3-thlazol-5- 
10 yl>methyl)sulfanvll-2-propylphenoxylpropanolcacld 

^H NMR (CD3OD) 400IVIHZ 5 8.i7(d, 2H, J=8.28 Hz), 7.84(d, 2H. J=8.28 Hz), 7.29(dd, 1H, 
J=8.55, 2.21 Hz), 7.10(d. 1H, J=2.21 Hz), 6.77(d, 1H. J=8.55 Hz). 4.93(q. 1H. J=6.78 Hz). 4.32(s, 2H), 
3.86(m, 6H), 3.27(m. 4H). 2.56(m, 2H), 2.1 8(s. 3H), 1.66(d, 3H, J=6.78 Hz). 1.54(m. 2H). 0.85(t. 3H. 
J=7.31 Hz). 
15 IWS(ES) M-H= 620.0 

2^4-[({4-{[4-(3-Methoxyphenyl)-1-piperazlnyl]methyl>-244-(trifluorometliyl)phenyl]-1,3-thiazol-S- 
yllmethyl)sulfanyll-2-propylphenoxy}propanoicacid 

^H NIVIR (CD3OD) 400MHz 5 8.18(d, 2H. J=8.55 Hz), 7.85(d, 2H, J=8.55 Hz), 7.30(dd, 1 H. 

20 J=8.55, 2.21 Hz), 7.22(t. 1H, J=8.55 Hz), 7.1 6(d, 1H. J=2.21 Hz), 6.77(d, 1H. J=8.55 Hz), 6.58{m, 3H), 
4.80(m. 1H), 4.34(s. 2H). 4.06(d. 1H. J .07 Hz). 3.97(d, 1H, J .07 Hz), 3.79{s. 3H). 3.60(br s. 4H). 
3.08{br s. 4H), 2.56(t. 2H. J=7.17 Hz). 1.58(m. 5H). 0.85(t. 3H. J=7.17 Hz). 
1\/IS(ES) M-H= 684.1 

25 2-{4-I({4-{[4-(4-Acetylphenyl)-1-plperazlnyl]methyl}-2-[4-(trifluoromethyl)phenylM,3-thtazol-5- 
yllmethyl)sulfanyll-2-propylphenoxy>propanolcacld 

NMR (CD3OD) 400MHz 5 8.12(d. 2H. J=8.28 Hz), 7.91 (d. 2H. J=9.14 Hz), 7.78(d, 2H. 
J=8.28 Hz). 7.22(dd. 1H, J=8.28. 2.24 Hz). 7.10(d. 1H, J=2.24 Hz), 7.03(d. 2H, J=9.14 Hz). 6.71(d. 
1H, J=8.28 Hz). 4.81(q, 1H, J=6.72 Hz), 4.29(s, 2H). 3.99(d, 1H, J= 14 Hz), 3.91(d, 1H, J .14 Hz), 
30 3.60(br s, 4H). 3.33(m, 4H). 2.48(m, 5H), 1 .59(d. 3H, J=6.72 Hz). 1 .48(m. 2H), 0.78(t, 3H. J=7.41 Hz). 
MS(ES-)M-H= 696.1 

2-f2-IWeth vl-4-[({4-{t4-(2-pyrim idinyQ-l •piperaz»nyllmethyl}-2-[4-(trifluoromethyl)phenyll-1 ,3- 
thla2ol-5-vl>methyi)sulfanyl]phenoxylpropanolc actd 

35 ^H NMR (CD3OD) 300MHz 8 8.35(d. 2H. J=4.69 Hz). 8.13(d. 2H. J=8.28 Hz). 7.80(d. 2H. 

J=8.28 Hz), 7.21 (s. 1H). 7.1 3(d. 1H. J=8.28 Hz). 6.71 (d. 1H. J=8.28 Hz). 6.63(t. 1H, J=4.69 Hz), 
4.59(ni, 1H), 4.31 (s, 2H), 3.86(t. 4H, J=4.69 Hz). 3.50(s. 2H). 2.69(t. 4H. J=4.69 Hz). 2.22(s, 3H), 
1.59(d, 3H. J=6.78Hz), 

MS(ES) M-H= 628.5 
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2^4^({4^[4-(2.4-Dimethoxyphenyl)-1-piperazinyllmethyl}"2"r4"(trifluoromte^^ 
thia2o!-5"Vl>methyl)suIfanyl]-2-methylphenoxy}propanoic acid 

NMR (CD3OD)300MH2S 8.17(d. 2H, J=8.00 Hz), 7.80(d, 2H. J=8,00 Hz), 7.20(brs, 1H), 
7.04(brs, 1H), 6.92(d. 1H, J=8.55 Hz), 6.67(br s, 1H), 6.56(m, 1H), 6.48{m, 1H), 4.59(brs, 1H), 
5 4.27(s, 2H). 3.84(s, 3H), 3.78(s, 3H), 3.55{s. 2H). 3.07(m 8H). 2.21 (s. 3H), 1.56(br s, 3H). 
MS(ES-) M"H= 686.6 

2-{2-Methvl-4-[({4>-({4-[2-oxo-2-(1>pyrrolidinyl)ethyl]-1-pipera2inyi}^ 
(trmuoromethvl)phenyil-1,3"thiazol-5-yl}methyl)suJfanyl]phenoxy}propanolc add 
10 MS(ES ) M-H= 660.7 

CHN Analysis 0.3 H2O (Theoretical %C=53.62, %H=6.05. %N=7.82; Found %C=53.33, 
%H=6.01,%N=7.95) 

2-r2-Methvi-44{r244>(trifiuoromethyl)phenyl]>4-({4-[3-(trifluoro^ 
15 piperazmyi}methyi)-1,3--thiazol-5>yl]methyl}su!fanyl)phenoxylpropanoic acfd 

^H NMR (CD3OD) 300MHz 5 8.09(d. 2H. J=8.28 Hz). 7.77{d. 2H, J=8.28 Hz), 7.40(s. 1H), 
7.19(m, 4H), 7.07(d, 1H, J=7.73 Hz), 6.71(d. 1H, J=8.28 Hz), 4.47(m. 1H), 4.33(s. 2H). 3.53(s. 2H), 
3.23(m, 4H), 2.64(m, 4H), 2.22(s, 3H), 1.57(d. 3H, J=6.78 Hz), 

MS(ES-) M"H= 694.5 

20 

2-{4-f({4-{[4>-(2>^Methoxyphenyl)-»1-p>perazfnyl]methyl}-2-r4-(trifluorom 
yl}methyl)sulfanyl]-2-methylphenoxy}propanolc acid 

^H NMR (CD3OD) 300MHz 5 8.09(d, 2H. J=8.28 Hz), 7.77(d, 2H, J=8.28 Hz). 7.25(s. 1H). 
7.1 7(s. 1H), 6.96(m, 4H), 6.70(s, 1H). 4,61 (m, 1H). 4.34(s, 2H), 3.86{s. 3H), 3.57(s, 2H). 3.07(br s. 
25 4H), 2.76(br s, 4H), 2.23(br s, 3H), 1,54(br s, 3H), 
MS(ES") M-H= 656.5 

2-{4-[({4>[(4>>Acetyl>1-pipera2iny[)methyl]>244>(trmuoroniethyl)phenyll-1,34hiazol-5^ 
yl}methynsulfanyl]-2-methylphenoxy}propanoic acid 

30 ^H NMR (CDCI3) 400MHz 5 7.93(d, 2H, J=8.20 Hz), 7.63(d, 2H. J=8.20 Hz), 7.02(m, 2H). 

6.57(d. 1H. J=8.20 Hz), 4.65(q. 1H, J=6.78 Hz), 4.1 6(d, 1H, J .87 Hz). 4.09(d. 1H. J .87 Hz), 3.55(m. 
6H). 2.74(m, 4H). 2.1 1(s. 3H). 1.98(s, 3H). 1.65(d. 3H. J=6.78 Hz), 
MS(ES*) M+H= 594.0 

HPLC(C-18 3^m) 1%MeOH/ 0-99% Acetonltrlle/Water (0.1%TFA) 5min run Rj= 3.79 

35 

242-Methyl-4-[({4'»{[4-(4-pyridinyl)-1-pipera2inyl]nfiethyl}"2-[4-(trifiuoror^ 
th!azol-5«yl>methyi)sulfanyllphenoxy}propanolc acid 

'H NMR (CD3OD) 400MHz 5 8.01 (d. 2H. J=8.20 Hz). 7.95(d. 2H, J=8.20 Hz). 7.64(d. 2H, 

J=8.20 Hz), 7.1 6(d. 1H, J=2.22 Hz), 7.09(dd. 1H. J=:8.37. 2.22 Hz). 6.97(d, 2H. J=8.20 Hz), 6.63(d. 
40 1H, J=8.37 Hz). 4.48(q, IH, J=6.78 Hz), 4.19(s, 2H). 3.57(t. 4H, J=5.10Hz), 3.48(s. 2H). 2.46(t. 4H, 
J=:5.10 Hz). 2.14(s, 3H), 1.54(d, 3H, J=6.78 Hz), 
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MS(ES*) M+H= 629.0 

HPLC(C-1 8 3|im) 1 %MeOH/ 0-99% Acetonitrile/Water (0.1 %TFA) 5min run R,= 4.22 

2^4-[({4-{[4-(3'I\/lethoxyphenyl)-1-piperazinyl]methyl}-2-[4"(trm 
5 yl>methvi)sulfanyl]«2"methylphenoxy>propanoic acid 

NMR (CDCI3) 400MHz 5 10.57(s, 1H), 7.91(d, 2H, J=8.20 Hz). 7.63(d, 2H. J=8.20 Hz). 
7.11(t, 1H, J=8.20 Hz), 6.98(m, 2H), 6.60(d, 1H, J=8.20 Hz), 6.41(dd, 2H, J=8.20, 2.22 Hz). 6.35(t. 1H. 
J=2.22 Hz). 4.65(q. 1H, J=6.84 Hz), 4.10(s. 2H). 3.72(s. 3H), 3.59(d. 1H, J .18 Hz), 3.49(d. 1H. J .18 
Hz). 3.35(m, 4H). 3.10(m. 4H), 2.12(s. 3H), 1.55(d, 3H. J=6.84 Hz), 
10 MS(ES*) M+H= 658.0 

HPLC(C-18 3^m) 1%MeOH/ 0-99% Acetonitrile/Water (0.1%TFA) 5min mn Rp 4.09 

2-{2-MethyM-[({4-(4-morpholmylmethyl)-2>[4-(trifluoromethyl)phenyil-1,^ 
yl}methyl)sulfanyHphenoxy}propanotc aa'd 

15 ^H NMR (CDCI3) 400MHz 5 1 1 .61(s, 1 H), 8.00(d, 2H, J=8.23 Hz). 7.69(d. 2H. J=8.23 Hz). 

7.10(dd, 1H. J=8.37, 2.20 Hz), 6.83(d. 1H. J=2.20 Hz). 6.71 (d, 1H. J=8.37 Hz), 4.84(q, 1H, J=6.72 
Hz), 4.12(m, 4H), 3.84(m, 2H). 3.43(m. 3H), 3.19(m. 2H), 2.88(m. 1H). 2.10(s, 3H), 1.61(d, 3H. J=6.72 
Hz), 

MS(ES*) M+H= 553.0 

20 HPLC(C-18 3^m) 1 %MeOH/ 0-99% Acetonitrife/Water (0.1 %TFA) 5mln run Rp 3.89 

2^4-[({4-{[4-(Ethoxycarbonyl)-1-piperazlnyllmethyl}-2-[4-(trifluoromethyl)phenyl]-1^ 
yl}methyl)sulfanyl]-2-methyiphenoxy}propanoic acid 

^H NMR (CDCI3) 400MHz 5 10.39(s, 1 H), 7.93(d, 2H. J=8.23 Hz), 7.64(d, 2H, J=8.23 Hz), 
25 7.05(d. 1H, J=2.39 Hz). 6.97(d. 1H. J=8.37 Hz), 6.57(d, 1H. J^.37 Hz). 4.65(q. 1H, J=6.78 Hz), 

4.09(q, 4H, J=7.06 Hz), 3.58(m. 4H), 3.39(m, 2H), 2.74(m. 4H). 2.14(s, 3H). 1.57(d. 3H, J=6.78 Hz). 
1.21(t, 3H. J=7.06 Hz). 

MS(ES") M+H= 624.0 

HPLC(C-18 3\m) 1 %MeOH/ 0-99% Acetonitrile/Water (0.1 %TFA) 5mln run Rt= 3.93 

30 

2-{4-r({4"{[4-(4-AcetyIphenyl)-1-piperazinyl]methyl}-2-I4-(trifluoromethyi)phenyi]-1,3-t^ 
yi}methyl)sulfanyl]-2-methylphenoxy}propanoic acid 

^H NMR (CDCI3) 400MHz 5 9.84(s, 1H). 7.91(d, 2H, J=8.20 Hz). 7.81(d. 2H. J=8.89 Hz), 
7.63(d, 2H. J=8.20 Hz). 7.00(d, 1 H. J=2.20 Hz), 6.93(dd, 1 H, J=8.37. 2.20 Hz), 6.76(d. 2H, J=8.89 
35 Hz). 6.58(d, 1 H. J=8.37 Hz), 4.66(q, 1 H. J=6.78 Hz), 4.08(s. 2H), 3.45(m. 6H), 2.96(m. 4H). 2.47(s, 
3H), 2.1 3(s. 3H), 1.59(d, 3H. J=6.78 Hz). 

MS(ES^) M+H= 670.0 

HPLC(C-18 3|Lim) 1%MeOH/ 0-99% Acetonitrile/Water (0.1%TFA) 5mln run Rt=4.03 
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2-{4-r({4-^r4-(4-Fluorophenyl)-1"pgperazinynmethyl}-2-[4-ttrifluoromethy 
yl}methvnsulfanyll''2"methylphenoxy}propano!c acid 

NMR (CDCI3) 400MHz 5 7.92(d. 2H, J=8.23 Hz), 7.62(d, 2H, J=8.23 Hz), 7.05(s. 1H), 
6.89(m. 2H), 6.75(m. 2H). 6.55(d, 1H, J=8.23 Hz). 4.59(m. 1H). 4.1 7(m. 2H). 3.53(m. 2H), 3.21 (m. 
5 4H). 2.97(m. 4H). 2.12(s. 3H). 1 .51 (d. 3H. J=6.78 Hz). 
MS(ES*) M+H= 646.0 

HPLC(C-18 3jim) 1%MeOH/ 0-99% Acetonitrile/Water (0.1%TFA) 5min run Rr 4.1 1 

2-{4-r({4"({44(4-Fluorophenyl)sulfonyll-1-piperazinyl}methyl)-2>[4-(tri 
10 thiazol-5«yl}methyl)sulfanyil-2-methylphenoxy}propanoic acid 

'H NI\^R (CD3OD) 400IVIH2 5 8.03(d. 2H. J=8.20 Hz), 7.83(t. 2H. J=7.69 Hz). 7.73(d. 2H. 
J=8.20 Hz), 7.33(t, 2H, J=7.69 Hz). 7.17(s. 1H). 7.08(d, 1H. J=8.20 Hz), 6.64(d, 1H, J=8.20 Hz). 
4.67{br s, 1 H). 4.22(s, 2H). 3.37(s, 2H). 2.99(br s. 4H), 2.50(br s, 4H), 2.16(s, 3H). 1 .57(d, 3H. J=6,84 
Hz). 

15 I\;IS(ES-)M-H= 708.0 

2-{2-Methyi^-[({4-{[4-(3HTietiiylbutanoyi)-1-piperazinyllmethyI}-244Ktrifluorom 
1,3>thiazol-5«yl}methyl)sulfanyllphenoxy}propanolc acid 

^H NMR (CD3OD) 400IVIHZ 6 8.12(d. 2H, J=8.28 Hz), 7.80(d, 2H. J=8.28 Hz), 7.23(d. 1H, 
20 J=2.21 Hz). 7.17(dd, 1H, J=8.28, 2.21 Hz). 6.72(d. 1H, J=8.28 Hz). 4.72(q. 1H. J=6.44 Hz). 4.32(s, 
2H). 3.63(br s. 4H). 3.44(s. 2H). 2.59(br s, 4H). 2.31 (d. 2H, J=6.90 Hz), 2.21 (s. 3H), 2.06(m. 1H). 
1.62(d. 3H. J=6.44 Hz), 0.98{d. 6H, J=6.90 Hz), 

MS(ES ) M-H= 634.0 

25 2-{4-r({4-{[4-(Cyclohexylcarbonyl)-1-piperazinyllmethyl}-244-(trifluoromethyl)phen 
thiazol-5-yl}methyl)suifanyl]-'2"metiiy!phenoxy}propanoic acid 

^H NMR (CD3OD) 400MHz 5 8.06(d, 2H, J=8.10 Hz), 7.74(d, 2H. J=8.10 Hz), 7.16(d, 1H, 
J=2.24 Hz). 7.09{dd. 1H, J=8.45. 2.24 Hz), 6.64(d, 1H. J=8.45 Hz), 4.68(q, 1H, J=6.78 Hz), 4.25(s. 
2H). 3.60(br s, 4H). 3.42(s. 2H). 2.62(brs. 4H). 2.16{s. 3H), 1.72(m. 5H). 1.56(d. 3H. J=6.72 Hz). 
30 1.31(m,6H), 

MS(ES-) M'H= 661.0 

2^2-MethyM-r({4-{[4-(2"pyrazinyl)-1-piperaziny!lmethyl>-2>r4-(t 
thiazol-5-y>}methyl)sulfanyllphenoxy}propanoic acid 

35 ^H NMR (CD3OD) 300MHz 6 

8.17(m, 4H). 7.81(m. 3H). 7.26(br s. 1H). 7.13(brs. 1H), 6.75(brs, 1H).4.68(brs, 1H), 4.32(s, 
2H). 3.65(br s, 4H). 3.48(s, 2H), 2.64(br s, 4H), 2.20(s, 3H). 1 .60{br s. 3H). 
MS(ES*) M-H= 628.3 

40 2-{4"[({4>({4-[4-(dimethylamin )b nzoyl].>l^piperazinyl}methyl)-2-[4-(trifluoromethyl)phenyI]-1r3- 
thlazol-5-yl}methyl)sulfanyn-2''methylphenoxy}propanoic acid 
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NMR (CD3OD) 4OOMH2 5. 
8.1 2(d, 2H, J=8.28 Hz), 7.80(d, 2H, J=8.28 Hz), 7.35(d, 2H, J=9.1 1 Hz), 7.21 (d. 1H, J=2.21 
Hz). 7.14(d. 1H, J=8.55 Hz), 6.78(d, 2H, J=9.11 Hz), 6J0(d, 1H, J=8.55 Hz), 4.68(q, 1H, J=6.62 Hz). 
4.31 (s. 2H). 3.70(br s, 4H), 3.46(s, 2H). 3,02(s, 6H), 2.63(br s. 4H). 2.1 9(s, 3H), 1,59(d, 3H, J=6.62 
5 Hz). 

MS(ES-) M-H=: 697.0 

2^44({4-{[4-(2-FurQyl)^1>pi'perazinyl]methyl}-2-[4-(trifluoromethyi)ph^ 
yl}methyl)sulfanyl]-2"methvlphenoxy}propanoic acid 

10 ^H NMR {CD3OD) 400MHz 5 8.06(d, 2H, J=8.28 Hz). 7.73(d. 2H, J=8.25 Hz), 7.65(m. 1 H). 

7.1 6(d, 1H, J:=2.20 Hz). 7.07(d, 1H, J=8.55 Hz), 7.01 (d. 1H, J=3.62 Hz), 6.63(d, 1H. J=8.45 Hz), 
6.55(m. 1H), 4.66(q, 1H, J=6.55 Hz), 4.25(s. 2H). 3.77(br s. 4H). 3.39(s, 2H), 2.59{br s, 4H). 2.14(s. 
3H), 1.54(d. 3H, J=6.55 Hz). 
MS(ES") M-H= 644.1 

15 

2-^4-[({4-{[4>(Cyclopentylcarbonyl)"1-piperazinyl]methyl}-2"[4-(trifluoromethyl)pheny 
thiazol-5-yl}methyl)sulfanyl]'-2-methylphenoxy}propanoic acid 

^H NMR (CD3OD) 400MHz 5 8.13(d, 2H, J=8.28 Hz), 7.80(d, 2H, J=8.28 Hz). 7.23{d. 1H, 
J=2.39 Hz). 7.1 6(d, 1H, J=8.28 Hz). 6.71 (br s. 1H). 4.73(q, 1H, J=6.78 Hz). 4.31 (s, 2H), 3.67{br s, 4H), 
20 3.45(s, 2H). 3.06(m, 1 H). 2.62(br s. 4H). 2.22(s. 3H). 1 .75(m. 14H). 
MS(ES-) M-H= 646.2 

2^44({4H![4-(Cyciobutyicarbonyl)-1-pipera2inyl]methyl}-2-[4"(trifluoromethyl) 
thia20l-5''yl}methyl)suIfanvn"2-methylphenoxy}propanoic acid 

25 NMR (CD3OD) 400MHz 5 8.09(d, 2H, J=8.20 Hz), 7.77(d, 2H, J=8.20 Hz), 7.1 8(d, 1 H. 

J=2.22 Hz), 7.13(dd, 1H, J=8.55. 2.22 Hz). 6.68(d. 1H, J=8.55 Hz). 4.71(q. 1H. J=6.75 Hz). 4,28(s. 
2H), 3.60(br s, 2H), 3.46(br s. 2H), 3.41 (s, 2H). 2.57(t. 4H, J=4.44 Hz), 2.22(m. 6H), 2.00(m, 2H). 
1 .83(m, 2H), 1 .60(d. 3H, J=6,75 Hz), 
MS(ES-) M-H= 633.1 

30 

2-{4-[{{4-{[4-(Cyclopropy!carbonyi)"1"Pipera2inv1]methyl}"2"[4-(trifiuorometliyi)phen 
thiazoi-5"yi}methyl)sulfanyil-2"metiiyipiienoxv}propanoic acid 

^H NMR (CD3OD) 400MHz 5 8.10(d. 2H, J=8.23 Hz), 7J6(d. 2H, J=8.23 Hz). 7.21 (d, 1H. 
J=2.20 Hz). 7.1 1 (d, 1 H, J=8.20 Hz), 6.67(s, 1 H), 4,68{q, 1 H, J=6.84 Hz), 4.28(s, 2H), 3.68(br s, 4H). 
35 3.42(s. 2H). 2.59(br s. 4H). 2.19(s, 3H). 1 .95(m, 1 H). 1 .57(d, 3H. J=6.84 Hz). 0.84(m. 4H). 
MS(ES-) M-H= 619.1 



2-{2-Methyl-4-[({4-{[4"(24hlenylcarbonyl)--1>piperazinyi]methyl}"244-(trifiuoromet^^ 
1 .3-thiazo1-5-yI}methyl)sulfanyllphenoxv>propanoic acid 
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NMR (CD3OD) 300MHz 5 8.10(d. 2H, J=a20 Hz), 7.76(d. 2H. J=8.20 Hz). 7.63(d. 1H, 
J=5.13 Hz), 7.37(d. 1H, J=5.13 Hz). 7.22(br s, 1H). 7.10(brs, 1H), 7.02{brs, 1H), 6.64(brs, 1H), 
4.67(br s, 1 H), 4.27(s, 2H), 3.74(br s. 4H), 3.40(s. 2H), 2.53(br s, 4H). 2.16(br s. 3H), 1 .57(br s, 3H), 
MS(ES ) M-H= 660.1 

5 

2^4'[({4"{[4«(2.4>Difluorophenyi)-1-piperaz[nynmethyl}-2-[4"(trifluoromet^ 
5*yl}methyl)sulfanyl]'2-methylphenoxy}propanoic acid 

^H NMR (CD3OD) 300MHz 5 8.1 0(d, 2H. J=8.28 Hz), 7.73(d, 2H. J=8.28 Hz), 7.20(br s, 1 H), 
6.92{m. 4H), 6.60(d. 1H, J=8.55 Hz). 4.59(br s. 1H), 4.23(s, 2H), 3.44(s, 2H), 3.06(br s. 4H). 2.80(br s. 
10 4H). 2.17(s. 3H), 1 .53(d, 3H. J=6.35 Hz). 
MS(ES-)M-H= 661.2 

2-[2--iVlethyl-4-({[2-[4-(trlfluoromethyl)phenyl]-4K{444"(trifIuoromethyl)phenyll^ 
piperazinyi}methyl)-1 ,34hlazol"5-yllmethyl}sulfanyl)phenoxy]propanoic acid 

15 ^H NMR (CD3OD) 300MHz 6 8.1 1(d. 2H, J=8.28 Hz), 7.78(d. 2H, J=8.28 Hz). 7.49(d, 2H, 

J=8.55 Hz), 7.24(d. 1H, J=2.39 Hz), 7.1 5{d. 1H. J=8.55 Hz), 7.04(d. 2H, J=8.55 Hz), 6.71 (d, 1H. 
J=8.55 Hz). 4.55(br s, 1H). 4.32(s. 2H). 3.51 (s. 2H), 3.31 (m, 4H). 2.68(t. 4H, J=4.97 Hz). 2.22(s, 3H). 
1.59(d. 3H. J=6.07 Hz), 

MS(FS-) M-H= 694.5 

20 

2-{4-[({4-{[4-(lsobutoxycarbonyl)-1-piperazinyl]methyl}-2-[4-(trifluoromethyl)phen^^ 
5-yl}methyl)sulfanyl]-2-niethylphenoxy}propanoic acid 

^H NMR (CD3OD) 400MHz 5 8.1 3(d, 2H. J=8.28 Hz), 7.80(d, 2H, J=8.28 Hz). 7.22(d, 1H. 
J=2.21 Hz). 7.15(dd. 1H. J=:8.28, 2.21 Hz), 6.71(d. 1H. J=8.28 Hz), 4.75(q. 1H, J=6.90 Hz), 4.31{s. 
25 2H), 3.89(d. 2H, J=6.90 Hz), 3.57(br s, 4H). 2.68(t. 4H. J=4.69 Hz). 2.22(s. 3H), 1 .96(m, 1 H). 1 .62{d, 
3H, J=6.90 Hz), 0.96(d. 6H, J=6.90 Hz), 

MS(ES-) M-H= 650 

2>{4-[({4-({4-[(Benzyloxy)carbonyll-1>piperazinyl}methyl)-2-[4-(trifluoromethyl)p^ 
30 thiazol-5-yl}methyl)sulfanyll-2-methylphenoxy}propanoic acid 

^H NMR (CD3OD) 400MHz 5 8.06(d. 2H, J=8.03 Hz), 7.73(d, 2H, J=8.03 Hz). 7.30(m, 5H). 
7.15(br s. 1H). 7.08(dd. 1H. J=8.20, 2.22 Hz). 6.64(d. 1H. J=8.20 Hz). 5.08(s, 2H). 4,65{q. 1H, J=6.72 
Hz). 4.23(s. 2H). 3.51 (br s. 4H). 3.37(s, 2H). 2.57(br s. 4H), 2.1 5(s. 3H). 1.55(d. 3H. J=6.72 Hz). 

MS(ES-) M-H= 684.0 

35 

2-(4-[({4>{[4-(Methoxycarbonvn-1-piperazinyl]methyl}-2-[4>(trifluoromethyl)phenyn 
vt}methy!)sutfanyll-2-methYlphenoxy}propanoic acid 

^H NMR (CD3OD) 400MHz 5 8.06(d. 2H, J=8.37 Hz), 7.74(d, 2H, J=8.37 Hz). 7.1 6(d. 1H. 
J=2.21 Hz), 7.10(dd, 1H, J=8.55. 2.39 Hz), 6.66(d. 1H, J=8.55 Hz), 4.59(br s. 1H). 4.25(s. 2H), 3.65(s. 
40 3H), 3.45(t. 4H, J=4.79 Hz). 3.38(s, 2H). 2.49(br s. 4H). 2.17(s, 3H), 1 .55{d, 3H. J=6.32 Hz), 

MS(ES-) M-H= 608.0 
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2^2'Methvl-4-[({4^[4-(phenoxycarbonyO-1-piperazinyl]methyi}-2-[4"(trifIuor^ 
1,3-thiazol-5'-yl}methyl)suifanyi]phenoxy}propanoic aci'd 

NMR (CD3OD) 400MHz 6 8.08(d, 2H, J=8.20 Hz). 7.75(d. 2H. J=8.20 Hz), 7.34(m, 2H), 
5 7.19(m, 2H), 7.13(dd, 1H, J=8.20, 2.22 Hz), 7.06(m, 2H), 6.66(d, 1H, J=8.20 Hz), 4.69(q, 1H, J=6.78 
Hz). 4.27(s, 2H), 3.69(br s, 2H). 3.64(br s, 2H), 3.43{s. 2H). 2.62(br s. 4H), 2.17{s, 3H), 1 .54(d, 3H. 
J=6.78 Hz), 

MS(ES") M-H= 670.0 

10 2^2>Methyl-4-[({4-{[4-(phenylsulfonyi)-1-piperazinyl]methyl}-244'<trlfluoromet^ 
thlazol-5-yl}methyi)suifanyllphenoxy}propanoic acid 

^H NMR (CD3OD) 400MHz 5 8.01(d, 2H, J=8.20 Hz), 7.72(m, 4H), 7.63(d, 1H. J=8.20 Hz), 
7.56(M, 2H). 7.13(d. 1H. J=2.22Hz). 7.05(dd. 1H, J=8.20, 2.22 Hz), 6.62(d. 1H, J=8.20 Hz). 4J0(q, 
1 H, J=6.61 Hz). 4.1 9(s, 2H). 3.34(s. 2H). 2.97(br s, 4H), 2.51 (br s, 4H). 2.1 3(s. 3H). 1 .57(d. 3H. 
15 J=6.61 Hz), 

MS(ES-) M-H= 690.0 

2^2-Methyl>4-[({2'[4"(trifiuoromethyl)phenyl]-44(4-{[4"(trifluoromethyl)phen 
p!pera2inyOmethyl]-1,3-thiazol'5-yl}methyl)sulfanyl]phenoxy}propanoic acid 

20 ^H NMR (CD3OD) 400MHz 6 8.01 (d, 2H, J=8.20 Hz), 7.91 (m, 4H), 7.71 (d, 2H, J=8.20 Hz), 

7.1 5(d, 1H. J=2.22 Hz), 7,08{dd, 1H, J=8.20, 2.22 Hz). 6.62(d. 1H. J=8.20 Hz), 4.71 (q, 1H. J=6.58Hz). 
4.20(s. 2H). 3.33(s. 2H). 3.01(br s, 4H), 2.49{br s. 4H). 2.14(s, 3H), 1 .57(d. 3H. J=6.58 Hz). 
MS(ES-) M-H= 758.0 

25 2-{44({4-({4-[(4"Methoxypheny!)sulfonyll-1-piperazinyl}methyl)>244-(trifluor^ 
1.3-thiazol-5-yl}tnethyOsulfanyi]"2-methy(phenoxy}propanoi'cacfd 

Hi NMR (CD3OD) 400MHz 5 8.02(d, 2H. J=8.37 Hz). 7.72(d, 2H. J=8.37 Hz), 7.66(d. 2H, 
J=8.72 Hz), 7.14(d, 1H, J=2.21 Hz), 7.07(m, 3H), 6.63(d, 1H. J=8.37 Hz), 4.71(q, 1H, J=6.72 Hz). 
4.20(s, 2H). 3.84(s. 3H), 3.35(s, 2H). 2.97(br s, 4H), 2.53(t. 4H, J=4.61 Hz), 2.14(s, 3H), 1 .68(d, 3H, 
30 J=6.72 Hz). 

MS{ES-) M-H= 720.0 

2-{2"Methyi-4-[({4^[4-(propylsulfonyO-1-piperazinyl]methyl}"2-[4-(trffluoromet^^^ 
thiazol-5"yl}methyl)sulfanyllphenoxy}propanoic acid 
35 ^H NMR (CD3OD) 400MHz 5 8.07(d. 2H. J=8.20 Hz). 7.75(d, 2H. J=8.20 Hz), 7.19(s. 1H). 

7.13{d, 1H. J=8.20 Hz), 6.66(d, 1H. J=8.20 Hz). 4.70(q, 1H, J=6.67 Hz). 4.26(s, 2H). 3.40(s. 2H), 
3.22(br s, 4H), 2.95(t. 2H, J=7.43 Hz). 2.54(br s, 4H), 2.17(s, 3H), 1.76(m. 2H), 1.57(d, 3H. J=6.67 
Hz). 1.02(t. 3H,J=7.43 Hz). 

MS(ES')M-H= 656.0 
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2-{4-[({4-{r4-(Ethylsuffonyl)"1-piperazinylImethyl}-2-[4-(trifluoromet^^^ 
yl}n(iethvl)sulfanyl]-2-methylphenoxy}propanoic acid 

NMR (CD3OD) 400MHz 5 8.07(d, 2H. J=:8.03 Hz). 7 J4(d, 2H, J=8.03 Hz). 7.1 9(s, 1H), 
7.1 1(d. 1H, J=8.03 Hz), 6.65(d, 1H, J=8.03 Hz). 4.64(q. 1H. J=6.49 Hz). 4.26(s, 2H), 3.39(s. 2H). 
5 3.23(br s. 4H). 2.99(q, 2H, J=7.41 Hz). 2.51 (br s, 4H), 2.1 6(s, 3H), 1.55(d, 3H, J=6.49 Hz), 1.27(t. 3H. 
J=7.41 Hz), 

MS(ES-)M-H= 642.0 

2^2-Methyl-4-[({4^[4-(methylsutfonyl)-1-pipeixginyllmethyl}-2-[4-(tri^ 
10 thia2oN5-yl}methyl)sulfanyllphenoxy}propanoic acid 

NMR (CD3OD) 400MHz 5 8,06(d. 2H, J=8.03 Hz), 7.74(d, 2H, J=8.03 Hz), 7.19(s, 1H). 
7.13(dd, 1H, J=8.03, 2.22 Hz), 6.66(d, 1H, J=8.03 Hz). 4.65(q, 1H, J=6.84 Hz). 4.27(s. 2H), 3.40(s. 
2H), 3.17(t, 4H. J=4.19 Hz), 2.80(s, 3H), 2.53(t, 4H, J=4.19 Hz). 2.17(s. 3H). 1.56(d, 3H, J=6.84 Hz). 
MS(ES ) M-H= 628.0 

15 

2-{4-[({4K[4-(4-Fluorobenzoyl)-1-pipera2myllmethyl}-244'(trifluoromethyt)phenyl]«1^ 
yl}methyl)sulfanyl]"2-methylphenoxy}propanoic acid 

NMR (CD3OD) 300MHz 5 8.09(d, 2H. J=8.28 Hz), 776(d. 2H. J=8.28 Hz). 7.52(M. 2H), 
7.22(M. 3H), 7.13(dd. 1H, J=8.28, 2.20 Hz). 6.68(d, 1H. J=8.28 Hz). 4.67(q, IN, J=6.81 Hz). 4.32(s. 
20 2H). 3J9(br s. 4H), 3.66(s. 2H), 2.90(br s. 4H), 2.1 7(s, 3H). 1.59(d. 3H. J=6.81 Hz). 
MS(E3-)M-H= 671.9 

2-{4-[({4-[(4-{[4-(Acetyiamfno)phenyl]sulfonyl}'1"Pfperazinyl)methyl]-2-[4" 
(trifluoromethyl)phenyll-1,34hiazol-5-yl}methyl)sulfanyn-2*methylphenoxy}propanoic acid 

25 NMR {CD3OD) 400MHz 5 8.07(d, 2H, J=8.28 Hz), 7.83(d, 2H, J=8.83 Hz), 7.77(d. 2H, 

J=8.28 Hz), 7.71 (d, 2H. J=8.83 Hz). 7.1 8(d. 1H, J=2.20 Hz). 7.10(dd, 1H. J=8.28, 2.20 Hz), 6.68(d, 
1H, J=8.28 Hz), 4.71 (q, 1H, J=6.53 Hz), 4.26(s, 2H). 3,42(s. 2H). 3.03(brs, 4H). 2.56(t, 4H, J=4.83 
Hz), 2.20(m, 6H), 1 .63(d, 3H. J=6.53 Hz), 
MS(ES-) M-H= 747.0 

30 

2-{4«[({4-({4-[(4-Fluoroanilino)cart>onyi]-1-piperazinyl}methyi)-2-[4-(trifluoromet^^ 
th!azol"5-yl)methyl)sulfanyl]-2-methylphenoxy}propanoicacid 

MS(ES-)M-H= 687.5 

35 244-[({44f4-(4-Methoxybenzoyi)-1-pipera2lnvl]methyl}-2-[4-(trifluoromethyl)p 
5-vl}methyl)sulfanyn-2-methy!phenoxy}propanoic acid 

^H NMR (CD3OD) 300MHz 5 8.02(d. 2H, J=8.20 Hz). 7.69(d. 2H. J=8;20 Hz). 7.38(d. 2H. 
J=8.79 Hz). 7.12(d, 1H. J=2.24 Hz). 7.06(dd. 1H, J=8.28. 2.24 Hz). 6.95(d, 2H, J=8.79 Hz). 6.61(d, 
1H. J=8.28 Hz). 4.58(q, 1H. J=6.78 Hz), 4.25(s. 2H). 3.78(s. 3H). 3.71 (brs, 4H). 3.64(s. 2H). 2.88(br 
40 s. 4H), 2.1 0(s. 3H). 1 .52(d, 3H. J=6.78 Hz). 

MS(ES ) M-H= 683.6 
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2-{4-[({4-({4"[(3-iViethoxyanilino)carbonyl]-1-piperazinyl}methyi)-2-[^^^ 
1,3-thiazol-5-yl}methyl)sulfanyl]-2-methylphenoxy}propanQic acid 

NMR (CDCI3) 300MHz 6 8.04(d, 2H, J=8.28 Hz), 7.69(d, 2H, J=8.28 Hz). 7.31(d, 1H. 
5 J=2.21 Hz), 7.1 6(m, 2H), 6.89(m. 2H). 6.59(dd, 1 H, J=8.28, 2.21 Hz), 6.53(d, 1 H, J=8.28 Hz). 4.73(q, 
1H. J=6,90 Hz), 4.33(d, 1H. J .63 Hz). 4.23(d, 1H, J .63 Hz), 3.79(s. 3H), 3.45(m. 6H), 2.36(t, 4H, 
J=4.69 Hz). 2.24{s, 3H), 1.64(d, 3H. J=6.90 Hz), 
MS(ES) M-H= 699.6 

10 2^44({4'^[4-(Amlnocarbonyl)-1-piperazinyl]methyl}-2-[4"(trifluoromethyl)phenvll-^ 
yl}methyl)sulfanyl]-2>methylphenoxy}propanoic acid 

^H NMR {CD3OD) 400MHz 5 8.15(d. 2H. J=8.28 Hz). 7.83{d. 2H. J=8.28 Hz), 7.27(d. 1H, 
J=2.48 Hz). 7.19(dd. 1H. J=8.55, 2.48 Hz), 6.74(d, 1H. J=8.55 Hz). 4.65(br s, 1H), 4.36(s, 2H), 3.57(s, 
2H), 3.48(br s. 4H), 2.64(br s. 4H), 2.24(s. 3H), 1 .62(d. 3H. J=6.62 Hz). 
15 MS(ES-) M-H= 593.1 

2-{44({4-({4"I(Cyclohexylamino)carbonyl]"1-piperazinyl}methyl)"2-[4-(trif1uoromethyl)p^ 
1 ,3-thiazol"5"yl}methyl)sulfanyll-2Hmethylphenoxy}propanoic acid 

'H NMR (CD3OD) 400MHz 5 8.1 5(d, 2H, J=8.28 Hz), 7.81 (d, 2H. J=8.28 Hz), 7.24(br s, 1H). 
20 7.1 3(br s, 1 H), 6.73(br s, 1 H), 4.75(br s, 1 H), 4.30(s. 2H). 3.52(m, 7H). 2.68(br s. 4H), 2.24(s. 3H). 
1.75(m. 7H), 1.26(m, 6H), 

MS(ES-) M-H= 675.0 

2-{2-MethyM-[({4-({4-[(propylamino)carbonyl]-1-piperazinyl}methyl)-2-[4- 
25 (trifIuoromethyl)phenyl]-1,3-thiazol-5-yl}methyl)sulfanyl]phenoxy}propanoic acid 

^H NMR (CD3OD) 400MHz 6 8.15(d. 2H, J=8.00 Hz), 7.81(d, 2H, J=8.00 Hz). 7.25(d. 1H, 
J=2.21 Hz). 7.15(dd. 1H, J=8.55. 2.21 Hz). 6.70(d, 1H. J=8.55 Hz), 4.68(q. 1H. J=6.53 Hz). 4.30(s, 
2H). 3.60(s, 2H), 3.48(br s, 4H), 3.14(t, 2H, J=7.45 Hz). 2.73(t, 4H, J=5.10 Hz). 2.22(s, 3H). 1.63(d, 
■ 3H, J=6.53 Hz). 1.52(s, 2H). 0.93(t. 3H, J=7.45 Hz). 
30 MS(ES-) M-H= 635.3 

2-{44({4-({4-[(Ethyiamino)carbonyl]-1-piperazinyl}methyl)-244-(trifluorom 
thiazol-5-yl}metiiyi)sulfany[l-2"tnetliyiphenoxy}propano[c acid 

^H NMR (CD3OD) 400MHz 6 8.15(d, 2H, J=8.28 Hz), 7.81(d, 2H, J=8.28 Hz), 7.25(d, 1H, 
35 J=2.48 Hz), 7.14(dd, 1H, J=8.28. 2.48 Hz), 6.70(d. 1H. J=8.28 Hz), 4.67(br s. 1H). 4.29(s. 2H), 3.56(s, 
2H), 3.46(br s. 4H), 3.22(q, 2H. J==7.17 Hz). 2.68(t. 4H. J=4.92 Hz). 2.21 (s, 3H). 1.61(d. 3H, J=6.35 
Hz).1.14(t, 3H. J=7.17Hz). 

MS(ES-)M-H= 621.1 

40 2-{2-Methyl-44({4-({4-[(methylamino)carb nvH-l -pipera2inyl}methyl)-2»[4- 

(trif luoromethyl)phenyll"1 ,34hiaz i"5-yI}methvl)sulfanyllphenoxy}propanolc acid 
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NMR (CD3OD) 4OOMH2 5 8.05(d. 2H. J=8.20 Hz), 7.72(d, 2H, J=8.20 Hz). 7.17(d. 1H, 
J=2.22 Hz). 7.09(dd, 1H, J=8.37, 2.22 Hz), 6.61 (d, 1H, J=8.37 Hz), 4.66(q, 1H. J=6.75 Hz), 4.20(s. 
2H), 3.56(s. 2H), 3.42(br s, 4H), 2.69(m. 7H), 2.1 5(s. 3H), 1.58(d. 3H, J=6.76 Hz), 
MS{ES-) M-H= 607.0 

5 

2^4'[({4»({4-[(lsopropylamino)carbonyll-1"pipera2inyl}methyl)-2-[4-(W^^ 
thiazol-5-y[}methyl)sulfanyll-2-methyiphenoxy}propanoic acid 

^H NMR (CD3OD) 400MHz 5 8.09(d, 2H, J=8.20 Hz), 7.75(d, 2H, J=8.20 Hz). 7.17(br S; 1H), 
7.08(d. 1H. J=8.20 Hz), 6.64(d. 1H. J=8.20 Hz), 4.63(q, 1H, J=6.49 Hz). 4.23(s. 2H), 3.84(m, 1H). 
10 3.46(m, 6H), 2.68(br s. 4H). 2.16(s. 3H). 1.57(d. 3H. J=6.49 Hz), 1.10(d, 6H, J=6.32 Hz). 
MS(ES ) M-H= 635.0 

2-{4-[({4"({4-[(terf"Butylamino)carbonyl]-1-piperazinyl}methyl)-2-[4-(trifl 
thiazol-5-yl}methyl)suifanyI]-2-methylphenoxy}propanoic acid 

15 ^H NMR {CD3OD) 400MHz 5 8.08(d. 2H, J=8.20 Hz). 7.75(d. 2H. J=8.20 Hz), 7.16(d, 1H, 

J=2.22 Hz), 7.07(dd. 1H. J=8.37. 2.22 Hz). 6.64(d, 1H, J=8.37 Hz), 4.61 {q, 1H, J=6.75 Hz), 4.21 (s, 
2H), 3.44(m, 6H), 2.71(br s. 4H), 2.16(s, 3H). 1.55(d. 3H, J=6.75 Hz). 1.27(s, 9H), 
MS(ES') M-H= 649.0 

20 2-{2-Methyl-4-[({4-[(4-{[(2-phenyletliyl)ammo]carbonyl}-1-piperazinyl)methyn 

(trlfluorometiiyl)phenyl]-1,3-thiazol"5"yl}methyl)sulfanyl]phenoxy}propanoic acid 

^H NMR (CD3OD) 400MHz 6 8.08(d, 2H. J=8.03 Hz), 7.75(d. 2H, J=8.03 Hz), 7.1 7(s. 7H), 
6.64{d, 1H, vr-=8.55 Hz), 4.61 (q, 1H, J=6.84 Hz), 4.24(s, 2H), 3.43(m, 9H). 2.76(t. 2H, J=7.52 Hz). 
2.62(br s. 4H). 2.16(s, 3H), 1 .56(d. 3H. J=6.67 Hz). 
25 MS(ES-)M-H= 697.0 

2^4-[({4-[(4-Benzoyl"1-piperazinyt)mettiyIl-2-[4-(trifluoromethyl)phenyll-1,3-t^ 
yl}niethyl)sulfanyll-2-methylphenoxy}propano1c acid 

^H NMR (CD3OD) 300MHz 6 8.03(d. 2H, J=8.28 Hz), 7.70(d. 2H. J=8.28 Hz), 7.42(m, 5H). 
30 7.1 3(d, 1H, J=2.24 Hz). 7.07(dd, 1H, J=8.45. 2.24 Hz), 6.62(d, 1H, J=8.45 Hz), 4.61 (q, 1H, J=6.78 
Hz). 4.26(s, 2H), 3.83{br s, 4H). 3.62(s, 2H). 2.86(br s, 4H), 2.1 1(s, 3H), 1.53(d, 3H. J=6.78 Hz), 
MS(ES-) M-H= 653.7 

2-{2-Methyl-4-K{4-{[4-(4"propoxyphenyl)-1-piperazinynmethyl}>2-[4-^trifluorom 
35 thiazol-5-yl>metliyl)sulfanyl]phenoxy}propanoic acid 

^H NMR (CD3OD) 400MHZ6 8.11{d, 2H, J=7.69 Hz), 7.77(d. 2H. J=7.69 Hz). 7.15(s, 1H), 
7.08(dd. m. ..'=8.61, 2.20 Hz). 6.93(d, 2H. J=8.97 Hz), 6.82(d. 2H. J=8.97 Hz), c.67(d, 1H, J=8.61 
Hz). 4.57(q, 1H. J=6.78 Hz), 4.24(s. 2H), 3.85(t. 2H. J=7.01 Hz). 3.55(s, 2H). 3.18(br s, 4H), 3.03(br s. 
4H). 2.1 6(s. 3H). 1.73(m, 2H). 1.54(d, 3H. J=6.78 Hz), 1.00(t. 3H. J=7.01 Hz). 
40 MS(ES-) M-H= 684.0 
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2-{4-r({4-{r4-(4-Ethoxyphenyl)-1-piperazinyl]methy!}-2"[4'>(trifluorome 
yi}methvl)sulfanyl]"2-methylphenoxy}propanoic acid 

NMR (CD3OD) 4OOMH2 5 8.11(d, 2H, J=8.06 Hz), 7.77(d, 2H, J=8.06 Hz), 7.15(s. 1H). 
7.08(dd, 1H, J=8.42, 2.20 Hz), 6.92(d, 2H, J=8.97 Hz), 6.81 (d. 2H. J=8.97 Hz), 6.67{d. 1H, J=8.42 
5 Hz). 4.59(q. 1 H, J=6.78 Hz). 4.24(s. 2H). 3,95(q. 2H. J=6.78 Hz). 3.54(s. 2H), 3.1 7(br s. 4H), 3.04(br 
s, 4H), 2.17(s. 3H). 1.55(d, 3H. J=6.78 Hz). 1.32(t. 3H, J=6J8 Hz). 
MS(ES)M-H= 671.0 

2^2-Methyi-44({4-({4-[4-(trifluoromethoxy)phenyl]-1-plperaz!nyl)m 
10 (trifiuoromethyl)phenyll-1t3-thia2ol-5-yl}methyl)gulfanyi]phenoxy}propanoic acid 

'H NMR (CD3OD) 400MHz 5 8.10(d, 2H, J=8.28 Hz), 7.75(d, 2H, J=8.28 Hz), 7.15(d, 1 H, 
J=2.24 Hz). 7.12(d. 2H. J=9.14 Hz). 7.08(dd, 1H. J=8.45, 2.24 Hz), 7.00(d, 2H, J=9.31 Hz), 6.66(d. 
1 H, J=8.45 Hz). 4.59(q, 1 H. J=6.72 Hz). 4.24(s. 2H). 3.54(s, 2H). 3,27(m, 4H), 2.97{t. 4H. J=4.83 Hz). 
2.1 6(s, 3H), 1.54(d. 3H. J=6J2 Hz). 
15 [VIS(ES-) M-H= 710.0 

2"{4"[({4-{[4-(3,4-Dlmethoxyphenyl)-1-piperazinyl]methyl}-2-[4-<trif!^ 
thlazol"5'-yl}methvl)sulfanyll-2-methylphenoxy}propanoic acid 

NMR (CD3OD) 300MHz 5 8.17(d. 2H, J=8.28 Hz). 7.82(d. 2H, J=8.28 Hz), 7.20(br s, 1 H). 
20 7.12(br s, 1H), 6.89(d, 1H, J=8.83 Hz), 6.72(m, 2H), 6.55(dd, 1H, J=8.83, 2.76 Hz). 4.66(br s. 1H), 

4.29(s. 2H). 3.84(s, 3H). 3.80(s. 3H). 3.57{s, 2H). 3.25(br s, 4H). 3.07(br s. 4H). 2.23(s. 3H). 1 .61 (br s, 
3H), 

MS(ES) M-H= 686,0 

25 2^4-[({4-{[4-(4-Hydroxyphenyi)-1-piperazinyl]methyl}-2"[4-(trifluorometh^^ 

yl}methyi)sulfanyi]"2-metiiylphenoxy}propanoic acid 

NMR (CD3OD) 300MHz 6 8.14(br s. 2H), 7.80(br s, 2H), 7.24(br s, 1 H), 7.12(br s, 1 H), 

6.92(br s, 2H), 6.76(br s, 2H), 6.63(sbr . 1H). 4.54(br s. 1H). 4.31 (br s. 2H). 3.67(br s, 2H), 3.06{br s, 

8H). 2.23(br s, 3H), 1 .60(br s, 3H). 
30 MS(ES-) M-H= 642.3 

2^4-[({4-{[4-(3-Hydroxyphenyl)-1-pipera2invllmethyl}-2-[4-(trifluorometh^^ 
yI}methyl)suifanyl]-2"methylplienoxy}propanoic acid 

NMR (CD3OD) 300MHz 5 8.15(d. 2H. J=8.28 Hz), 7.81(d. 2H, J=8.28 Hz), 7.22(d, 1H, 
35 J=2.21 Hz). 7.15(dd, 1H, J=8.28, 2.21 Hz). 7.08(t. 1H. J=8.14 Hz). 6.71 (d. 1H. J=8.28 Hz). 6.49(dd. 
1H. JD4, 2.21 Hz), 6.45(t. 1H. J=2.21 Hz). 6.39(dd. 1H. J=8.14. 2.21 Hz). 4.74(q. 1H. J=6.81 Hz). 
4.30(s. 2H), 3.85(s. 2H). 3.36(m, 4H), 3.24(m, 4H). 2.21 (s. 3H). 1.61(d. 3H, J=6.81 Hz). 
MS{ES-) M-H= 642.0 



40 2^4-[({4-{t4-(2-Hydroxyph nyl)-1 >piperazinynmethvl}-2-r4-(trlfluoromethyi)plienyil-1 ,3-thiazol-5- 
y|}niethyl)sulfanyll-2''methylphen xy}pr panoic acid 
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NMR (CD3OD) 300MHz 5 8.20(d, 2H, J=8.00 Hz), 7.80(d, 2H, J=8.00 Hz), 7.23(br s, 1 H), 
7.01(m, 3H), 6.82(m. 2H), 6.66(br s, 1H), 4.74(brs. 1H), 4.26(s, 2H), 3.56(s. 2H), 3.12(m. 8H). 2.19(s. 
3H), 1.58(brs, 3H). 

MS{ES-) M-H= 642.1 

5 

2"{4-r({4-[(4-Butyryl-1-piperazinyl)methyll-^2"[4-^trifluoromethyl)phenyl]"1,^ 
yl}methyi)sulfanyl]-2-methylphenoxy}propanoic acid 

^H NMR (CD3OD) 400MHz 5 8.05(d. 2H, J=8.55 Hz), 7.72(d, 2H, J=8.55 Hz). 7.17(d, 1H. 
J=2.22 Hz), 7.08{d. 1H. J=8.55 Hz), 6.64(s. 1H). 4.56(q, 1H. J=6.55 Hz), 4.26{s, 2H). 3.54(br s, 4H), 
10 3.38(s, 2H), 2,46(br s, 4H), 2.33{t, 2H, J=7.43 Hz), 2.16{s, 3H), 1 .58(m, SH), O.S3(t, 3H, J=7.43 Hz), 
MS(ES-) M-H= 620.0 

2"{2-Methyl-4-[({4-[(4>pentanoyl-1-pipera2inyl)methyl]-2-[4-(trm 
5-yl}methyi)sulfanyl]phenoxy}propanoic acid 

15 ^H NMR (CD3OD) 400MHz 5 8.06(d, 2H, J=8.20 Hz), 7.74(d. 2H. J=8.20 Hz). 7.17(d. 1H, 

J=2.22 Hz), 7.10(dd, 1H. J=8.20, 2.22 Hz), 6.65(d, 1H, J=8.20 Hz), 4.68{q. 1H, J=6.75 Hz), 4.25(s. 
2H), 3.56(br s, 4H), 3.40{s, 2H), 2.56(br s, 4H), 2.36(t, 2H, J=7.35 Hz), 2.16(s, 3H), 1.54(m. 5H), 
1 .34(m, 2H), 0.90(t, 3H, J=7.35 Hz), 
MS(ES-) M-H= 634.0 

20 

2^4-[({4-{[4-(iVlethoxyacetyl)-1-piperaziny!]methyl}-2"[4-(trifluorom 
yl}methyl)sulfanvl]"2'methylphenoxy}propanoic acid 

^H NMR (CD3OD) 300MHz 5 8.07(d. 2H, J=8.37 Hz), 7.75(d, 2H. J=8.37 Hz), 7.18(d. 1H. 
J=2.20 Hz), 7.1 1(d, 1H, J=8.37 Hz). 6.65(d. 1H, J=8.37 Hz), 4.68{q. 1H. J=6.72 Hz), 4.26(s. 2H). 
25 4.1 2{s, 2H), 3.57(br s, 2H), 3.46(br s. 2H). 3.39(s, 2H). 3.35(s, 3H). 2.53(t. 4H. J=4.79 Hz), 2.1 6(s, 
3H). 1.56(d, 3H, J=6J2 Hz), 

MS(ES ) M-H= 622.0 

2-{4-[({4-[(4"isobutyryl-1-pfperazmynmethyl]-2-[4-(trifluoromethyl)phenyll-1,3-^^ 
30 yl}methyl)sulfanyll-2-methylphenoxy}propanoic acid 

^H NMR (CD3OD) 300MHz 6 8.1 0(d, 2H, J=8.28 Hz), 7.76(d, 2H, J=8.28 Hz), 7.20(d, 1H, 
J=2.21 Hz). 7.13(dd, 1H. J=8.55, 2,21 Hz). 6.69(d, 1H. J=8.55 Hz), 4.67(q, 1H, J=6.81 Hz). 4.31(s, 
2H). 3.76(brs. 4H), 3.69(s, 2H), 2.92(m. 5H). 2.20(s, 3H), 1.59(d. 3H, J=6.81 Hz), 1.10(d. 6H, J=6.62 
Hz), 

35 MS(ES ) M-H= 620.4 

2-{4-[({4"{[4"(2,2-Dimethylpropanoyl)-1-piperazinyllmethyl}-'2-[4"(trifruoromethvl)phe^ 
tiiiazol-5-yl}metiiyl)sulfanyl]-2"methylplienoxy}propanoic acid 

'H NMR (CD3OD) 300MHz 6 8.10(d, 2H, J=8.28 Hz). 7.76(d, 2H, J=8.28 Hz), 7.19{d. 1H, 
40 J=2.21 Hz). 7.13(dd, 1H, J=8.28. 2.21 Hz), 6.69(d, 1H, J=8.28 Hz), 4.68(q, 1H, J=6.71 Hz), 4.32(s. 
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2H). 3.83(br s. 4H), 3.71(s, 2H), 2.98(t, 4H, J=4.83 Hz). 2.20(s. 3H), 1.60(d, 3H. J=6.71 Hz), 1.28(s, 
9H). 

MS(ES)M-H= 634.2 

5 2-Mathyl-2-I4-({r2-I4-(trifluoromethyl)phenvl]-4-({4-r3-(trlfluoromethyl)phenyq-1- 
piperazinyl}methyl)-1,3-thlazol-5-yl]methyl}sulfanyl)phenoxy]propanoic acid 

NMR (CDjOD) 400MHz 5 8.10(d. 2H. J=8.06 Hz). 7.76(d, 2H. J=8.06 Hz). 7.40(t, 1H. 
J=7.69 Hz). 7.28(d. 2H. J=8.79 Hz), 7.1 8(s. 2H), 7.09(d. 1H, J=7.69 Hz), 6.81 (d. 2H. J=8.79 Hz), 
4.31 (s, 2H), 3.59(s. 2H), 3.31 (t, 4H, J=4.94 Hz). 2.88(t, 4H. J=4.94 Hz). 1 .54(s. 6H), 
10 MS(ES-)M-H=894.5 

CHN Analysis (Tlieoretical %C=56.97. %H=4.49. %N=6.04; Found %C=56.69, %H=4.66, 
%N=5.77) 

{4-[({4-{[4-(teit-Butoxycarbonvl)-1-plperazinyllmethyl}-244-(trlfluoromethyl)ph9nyll-1,3-thiazol- 
15 5-yl}fnetliyl)sulfanyl]-2-nnethylphenoxy}acetlc acid 

^H NMR (CD3OD) 400IVIHZ 6 8.05(d. 2H. J=8.28 Hz). 7.73(d. 2H. J=8.28 Hz). 7.18(s. 1H). 
7.1 1(br s, 1 H), 6.66(br s. 1 H). 4.54(s, 2H), 4.26(s, 2H), 3.42(m. 6H), 2.50(br s. 4H), 2.19(s. 3H), 
1.43(3, 9H). 

MS(ES-) M-H= 636.5 

20 

{2-Methvl-4-[({4^[4-(2-pyrazinyl)-1-piperazinYllmethyl}-244-(trlfluoromethyl)phenyll-1.3-«htazol- 
5-yl}methyl)sulfanyllphenoxy}acetlcacld 

NMR (CD3OD) 400MHz 5 8.21(s, 1H), 8.09(d, 3H. J=8.10 Hz), 7.80(s. 1H), 7.75(d, 2H, 
J=8.28 Hz). 7.19(d, 1H. J=2.07 Hz). 7.13(dd. 1H, J=8.45, 2.24 Hz). 6.70(d, 1H, J=8.45 Hz), 4.57(s, 
25 2H). 4.27{s. 2H). 3.66(br s. 4H). 3.53(s. 2H). 2.77(br s. 4H). 2.17(s. 3H), 
MS(ES-)M-H= 612.4 

{4-[({4-{[4-(2-Methoxyphenyl)-1-plperazinyl]methyl}-2-[4-(trifluoromethyl)phenyll-1,3-thiazoi-5- 
yl}metiiyl)sulfanyll-2-methylphenoxy}acetic acid 
30 'H NMR (CD3OD) 400IWHZ 8 8.10(d, 2H. J=8.28 Hz), 7.75(d. 2H, J=8.28 Hz), 7.18(d, 1H, 

J=2.20 Hz). 7.02(s, 2H). 6.92(dd. 2H. J=8.10. 2.20 Hz), 6.86(s, 1H), 6.62{d, 1H, J=8.45 Hz), 4.48(s, 
2H), 4.25(s, 2H). 3.81 (s. 3H). 3.55(s. 2H), 3.11(br s. 4H). 2.96(br s,'4H). 2.17(s, 3H), 
IWS(ES ) M-H= 640.5 

35 {4-[({4^[4-(3-Methoxyphenyl)-1-piperazinyl1methyl^2-[4-(trlfluoromethyl)phenyl]-1.3-thiazol^ 
vl}methvl)sulfanvi]-2-metliylphenoxy}acetlcacid 

^H NMR (CD3OD) 400MHz 5 8.10(d, 2H, J=8.28 Hz). 7.75(d, 2H, J=8.28 Hz), 7.18(d. 1H, 
J=2.24 Hz). 7.10(s. 2H). 6.67(d. 1H, J=8.23 Hz), 6.53(dd. 1H. J=8.28. 2.24 Hz). 6.47(t, 1H, J=2.24 
Hz), 6.43(dd. 1H, J=8.28, 2.24 Hz). 4.52(s, 2H). 4.25(s, 2H). 3.72(s, 3H), 3.58(s, 2H). 3.24{t. 4H. 
40 J=5.09 Hz), 2.98(t, 4H, J=5.09 Hz). 2.1 7(s. 3H), 

MS(ES) M-H= 642.0 
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2"Methyl-2-{4"[({4"{[4-(phenoxycarbonyl)"1"piperazinyllmethy!}-2»[4"(trifluoro 
1 ,3"thia2ol-5-yl}methyl)sulfany l]phenoxy}propanoic acid 

NMR {CD3OD) 400MHz 5 8.07(d, 2H, J=8.28 Hz), 7 J3{d, 2H, J=8.28 Hz), 7.34(t. 2H, 
5 J=7.59 Hz), 7.27{d, 2H, J=8.45 Hz), 7.18(t. 1H, J=7.59 Hz). 7.06(d, 2H, J=7.59 Hz). 8.80(d. 2H. 
J=8.45 Hz), 4.33{s, 2H), 3.68(br s, 2H), 3.53(br s, 2H), 3.44(s, 2H). 2.56(br s, 4H), 1 .52{s. 6H). 

CHN Analysis 1MeOH(Theoretical %C=58.02, %H=5.16. %N=5.97; Found %C=58.33, 
%H=5.D9, %N=5J2) 

10 2-{4-[({4-^[4-(te/t-Butoxycarbonyl)-1-piperazinyl1methyl}''2"[4-(trifluorometh^^ 
thiazol-5-yl}methyl)sulfanynphenoxy}-2'methylpropanoic acid 

^H NMR (CD3OD) 400MHz 5 8.04(d, 2H, J=8.28 Hz), 7.71 (d, 2H, J=8:28 Hz), 7.22(d, 2H, 
J=8.10 Hz), 6.78(d, 2H, J=8.10 Hz), 4.27(s. 2H). 3.40(m. 6H), 2.49(br s, 4H), 1,50(s, 6H), 1.41(s, 9H), 
MS(ES-) M-H= 650.5 

15 

2-Methyl-2-{4-[({4-{[4-(2-pyra2inyl)-1-plperazinyl]methyl}-2-[4-^trifIuorom 
thiazol-5-yl}methyl)sulfanyl]phenoxy}propanoic acid 

^H NMR (CD3OD) 400MHz 6 8.21 (s. 1H). 8.07(m, 3H), 7.79(s. 1H), 7.73(d, 2H. J=8.28 Hz), 
7.25(d, 2H, J=8.10 Hz). 6.79(d, 2H. J=8.10 Hz). 4.30(s. 2H), 3.65(br s. 4H). 3.53(s. 2H). 2.72(br s. 
20 4H). 1.53(8, 6H), 

MS(ES") M-H= 627.6 

2^4-[({4-{[4-(2-Methoxyphenyl)-1-pipera2inyllmethyl}-244-(trifluorom 
yl}methyl)sulfanyl]phenoxy}-2-methylpropanoic acid 

25 ^H NMR (CD3OD) 400MHz 5 8.10(d, 2H, J=8.28 Hz), 7.74(d, 2H, J=8.28 Hz), 7.21 (d, 2H, 

J=8.42 Hz), 7.00(m, 1H), 6.92(m, 2H), 6.86(m, 1H). 6.78(d, 2H. J==8.42 Hz), 4.27(s, 2H), 3.81 (s, 3H), 
3.59(s. 2H). 3.14(br s, 4H), 3.01{br s, 4H), 1.51(s. 6H), 
MS(ES-) M-H= 656.0 

30 2-^4-r({4-{[4-(EthoxycarbonyO-1-ptpera2inyllmethyl}-2^4-(trifluoromethyl)pheny 

vl>methyl)suifanyilphenoxy}-2-methylpropanoic acid 

^H NMR (CD3OD) 400MHz 5 8.05(d. 2H. J=8.10 Hz). 7.72(d, 2H. J=8.10 Hz). 7.24(d, 2H. 

J=8.42 Hz). 6.79(d. 2H, J=8.42 Hz). 4.30(s. 2H), 4,09(q. 2H. J=7.16 Hz), 3.44(m. 6H), 2.50(s. 4H). 

1.52(8. 6H), 1.21(t, 3H, J=7.16 Hz), 
35 MS(ES-) M-H= 621.7 

2-{4-[({4^[4-(4>lsopropoxvphenyl)-1-piperaz!nvl1methyl}-2-[4-(trlfluoromet^ 
thlazoN5-yl}methyl)sulfanyll-2-methylphenoxv>propanofc acid 

^H NMR {CD3OD) 400MHz 6 8.13{d, 2H. J=8.06 Hz), 7.79(d, 2H. J=8.06 Hz), 7.13(m, 2H). 
40 6.92(d. 2H, J=8.97 Hz), 6.81 (d, 2H, J=8.97 Hz). 6.67(d, 1H. J=8.42 Hz). 4.61 (q, 1H. J=6.78 Hz). 
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4.46(m, 1 H), 4.25{s, 2H), 3.56{s. 2H), 3.19(br s. 4H). 3.06(br s, 4H), 2.17(s, 3H), 1 .55(d. 3H, J=6.78 
Hz). 1 .24(d, 6H, J=6.87 Hz), 
MS(ES-) M-H= 685.0 

5 [4-({[4-([1,r-BiphenylH-ylm6thyi)-2-(4-{trifluoromethyl}phenyl)-1,34hiazo 
yllmethvl}suifanyl)-2"methylphenoxylacetic acid 

TLC(5% MeOH/CHaCy Rr 0.16 
MS(ES-) M-H= 603 

10 {2-Methyl-4-[({2-(4"{trifluoromethyl}phenyl)-444-(34hienyl)benzyll-1.3-thi^ 
yI}methyl)sulfanyl]phenoxy}acetic acid 

NMR (CDCy 300MHz 5 7.93{d, 2H. J=8.23 Hz). 7.61 (d, 2H, J=8.23 Hz). 7.44(d, 2H. 
J=8.23 Hz). 7.36(s. 1H), 7.29(m. 2H). 7.08(m. 3H). 6.54(d. 1H, J=8.23 Hz). 4.52(s. 2H), 4.06(s. 2H), 
3.90{s, 2H).2.16(s, 3H), 
15 TLC(5% MeOH/CHsCy R,= 0.18 

MS{ES-) M-H= 609 

[4-({[4-Benzyl-2-(4-{trifluorDmethyl}phenyl)-1,3-thiazol-5-ynmethyi}suffa^^^ acid 

NMR (CD3OD) 300MHz 5 8.04(d, 2H, J=8.23 Hz), 7.75(d. 2H, J=8.23 Hz), 7.34(d. 2H. 
20 J=8.76 Hz). 7.20(m, 5H). 6,88(d, 2H, J=9.76 Hz), 4.66(s. 2H). 4.25(s, 2H), 3.93(s. 2H). 
MS(ES-) M-H= 513.86 
TLC(20% MeOH/CHaCy Rr 0.37 

2-[4-({[4-Benzyi-2"(4-{trif[uoromethyl}phenyi)-1,3-thiazol-5- 
25 yl]metiiyl}suifanyl)phenoxy]propanoic acid 

NMR (CDCy 300MHz 5 8.02(d, 2H. J=8.23 Hz). 7.69(d. 2H, J=8.23 Hz). 7.26(m, 7H), 
6.83(d, 2H. J=8.76 Hz), 4.80(q, 1H, J=6,72 Hz), 4.14(s, 2H), 3.90(m. 2H), 1.68(d. 3H, J=6.72 Hz), 
MS(ES") M-H= 528.43 
TLC(20% MeOH/CHzCla) Rr 0-60 

30 

[2-Metiiyl-4-({[2-(4^trlfluoromethyi}phenyl)-4"(2"phenylethvl)"1.3-thlazoI"5- 
yllmetiiyl}sulfanyl)phenoxy]acetic acid 

(CDCIa) 300MHz 5 7.99(d, 2H. J=8.79 Hz), 7.67(d, 2H, J=8.93 Hz), 7.18(m, 8H). 6.60(d. 
1H. J=8.51 Hz), 4.64(s. 2H). 3.85(s. 2H), 2.90(m. 2H), 2.80(m, 2H). 2.23(s. 3H). 

35 

r4-({[4"[(Benzyioxy)metiiyl]-2-(4^trifiuoromethyl}phenyl)-1,34iilazol-5"yllmet^^^ 
metliylphenoxylacetic acid 

(CDCI3) 300MHz 6 7.99(d, 2H, J=8.79 Hz), 7.67(d, 2H, J=8.79 Hz). 7.33(m, 4H), 7.28(s. 
2H). 7.18(dd. 1H. J=2.33. 0.55 Hz), 7.08{ddd. 1H. J=8.38. 2.33, 0.55 Hz). 6.56(d. 1H. J=8.38 Hz). 
40 4.63(s. 2H), 4.53(s. 2H), 4.39(s, 2H), 4,19(s, 2H), 2.21 (s. 3H). 
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[24iflethvi-4-^fl2-(4^trifluoromethyl}phenyl)-4^3-phenylpropyl)-1,34hiazol^ 
yllmethyl>sulfanyl)phenoxylacetic acid 

NMR (CDCy 300MHz 5 7.82(m, 2H). 7.50(m, 2H). 6.94(m. 8H), 3.95(s. 2H), 2.55(m, 4H), 
1.99(m. 7H), 

5 

{2-Methvl'4"I({244-{trifluoromethyl}phenyl)-4-r(2-phenylethoxy)m 
yl)methyl)sulfanyl]phenoxy}acetic acid 

NMR (CDCI3) 300MHz 6 7.92(m, 2H), 7.62(m, 2H), 7.20(m. 7H), 7.05(br s. 1H). 4.55(s. 
2H), 4.38(s. 2H), 4.09(s, 2H), 3.66(br s. 2H), 2.87{br s, 2H), 2.1 7(s. 3H), 
1 0 TLC(5% MeOH/Dichloromethane) 0.65 

[4-({[4-(4-Bromobenzyl)*2-(4-{trifluoromethyl}phenyO-1,34hiazol-5-yl]met^^^ 
methylphenoxy]acetic acid 

NMR (CDCI3) 400MHz 6 7.82(d. 2H. J=8.20 Hz), 7.53(d, 2H, J=8.20 Hz), 7.22(d. 2H. 
15 J=8.55 Hz), 7.05(m. 1H), 6.97(dd. 1H, J=8.37, 2.39 Hz), 6.88(d, 2H. J=8.55 Hz), 6.47(d, 1H. J=8.37 
Hz), 4.47(s, 2H), 3.72(s, 2H), 3.36(s, 2H), 2.08(s, 3H). 
TLC(5% MeOH/CHgCy Rr 0.16 

[4^{[4»Benzyl"2-(4^trlflurormethyl}phenyl)-1,3-thlazol-S-yl]methyl}sulfanyl)"2- 
20 methylphenoxylacetic acid 

^H (CDCI3) 300MHz 5 7.97(d, 2H. J=8.79 Hz). 7.64(d. 2H, J=9.48 Hz). 7.21(m, 8H), 6.58(d, 
1H, J=8.38 Hz). 4.65(s, 2H). 4.11(s, 2H). 3.93(s. 2H), 2.22{s. 3H). 
MS(ES^) M+H= 529.99 

25 2-^4>[({4-{[3-(5-Methyl-1>2,4-oxadiazoi-3>>yi)phenoxy]methyl>-244-(trifluoromet^^ 
thiazol-5-yl}methyl)sulfanyl]phenoxy}propanoic acid 

^H NMR (CDCI3) 400MHz 5 8.01 (d. 2H, J=8.03 Hz), 7.68(m. 3H), 7.43{m, 1H), 7.36(t, 1H. 
J=8.03 Hz), 7.20(d. 2H, J=8.89 Hz), 7.05(dd, 1H, J=8.20, 2.39 Hz), 6.79(d. 2H. J=8.89 Hz), 4.76(q, 
1H. J=6.78 Hz), 4.66(d. 1H, J .28 Hz), 4.36(d, 1H, J .28 Hz), 4.24(d, 1H. J .70 Hz), 4.1 5(d, 1H, J .70 
30 Hz). 2.71 (s, 3H). 1 .67(m. 3H). 

MSCES"^) M+H= 628.0 

2444({4^[4-(4-Methoxyphenyl)-1-piperazinyllmethyl}-244-^trifluoromethyl)phenyll-^ 
yl}metliyl)sulfanyl]-2-methylphenoxy}propanolc acid 

35 ^H NMR (CDCIa) 400MHz 5 9.03(br s. 1H). 7.96(d, 2H. J=8.20 Hz). 7.67(d. 2H, J=8.20 Hz), 

7.1 5(d, 2H, J=8.72 Hz), 6.81 (m, 6H), 4.1 2(s. 2H). 3.73{s, 3H). 3.50(s, 2H). 3.27(br s. 4H), 3.15(br s. 
4H), 1.63(s. 6H), 

HPLC(C-18, 3^m) 1%MeOH/0-90% CHsCN/Water (0.1% TFA)/(50mM EigN/TFA) 4min run 
Ri=:2.89 min 

40 
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2-(4"{[(4'^[4-(4>Methoxyphenyi)-1-piperazinyl]methyl}-2-phenyl-1,3''thiazol-5- 
yl)methyl]sulfanyl}phenoxy)"2"methylpropanoic acid 

NMR (CDCI3) 400MHz 5 7.87(m, 2H), 7.44(m. 3H). 7.1 5(d, 2H, J=8.55 Hz), 6.82(m, 6H), 
4,08{s, 2H), 3.73(s, 3H). 3.46(s, 2H), 3.31 (m, 4H), 3.1 8(m, 4H), 1.65(s, 6H), 
5 HPLC(C-18. 3^m) 1%MeOH/0-90% CHaCN/Water (0.1% TFA)/(50mM EtsN/TFA) 4min run 

Rt=2.74 min 

{44({4-{[4-(4-Methoxyphenyl)-1"piperazinyllmethyl}-2"[4"(trifluorom 
yl}methyl)sulfanyl]phenoxy}acetic acid 

10 ^H NMR (CDCI3) 400MHz 5 10.00(s. 1H), 7.96(d, 2H. J=8.20 Hz), 7.66(d, 2H, J=8.20 Hz). 

7.27(d. 2H. J=8.72 Hz). 6.82(m, 6H), 4.61 (s, 2H), 4.22(s, 2H). 3.80(s, 2H), 3.72(s. 3H), 3.21 (m, 8H). 

HPLC{C-18. 3jim) 1%MeOH/0-90% CHaCN/Water (0.1% TFA)/(50mM EtaN/TFA) 4min run 
Rt=2.74 min 

15 (4-{[(4-{[4-(4-Methoxyphenyi)-1-piperazinyllmethyl}-2-phenyl-1,3-thiazol-5" 
yl)methyl]sulfanyl}phenoxy)acetic acid 

^H NMR (CDCI3) 400MHz 5 9.49(br s. 1H). 7.86(m, 2H), 7.42(m, 3H). 7.24(d. 2H. J=8.55 Hz), 
6,80(m, 6H), 4.50(s, 2H), 4.22(s, 2H), 3.81 (s, 2H), 3.71 (s, 3H), 3.24(m, 8H), 

HPLC(C-18. 3jim) 1%MeOH/0-90% CHgCN/Water (0.1% TFA)/(50mM EtgN/TFA) 4min run 
20 Ri=2.55 min 

2-{4-[({4-{[4-(4"Methoxyphenyl)-1-piperazinyl]methyi}-2-[4-(trifluoromethyl)phenyO 
yl}methyl)su!fany!]phenoxy}propanoic acid 

^H NMR (CDCI3) 400MHz .59.31 (s. 1H), 7.96(d, 2H, J=8.20 Hz), 7.68(d, 2H, J=8.20 Hz), 
25 7.18(d. 2H, J=8.55 Hz). 6.82(m. 6H), 4.73(q, 1H, J=6.67 Hz), 4.16(d. 1H. J .87 Hz), 4.10(d. 1H. J .87 
Hz), 3.72(s, 3H). 3.58(d, 1H, J .53 Hz), 3.61 (d, 1H. J .53 Hz), 3.24{m, 8H), 1.59(d, 3H, J=6.67 Hz). 

HPLC(C-18, 3|im) 1%MeOH/0-90% CHgCN/Water (0.1% TFA)/(50mM EtaNHTA) 4min run 
Ri=2.80 min 

30 2*(4-{[(4-{f4"(4-Methoxyphenyl)-1-plperazinyllmethyl}-2-phenyl"1,3"thiazoi-5- 
vl)methyl]sulfanyi}phenoxy)propanoic acid 

^H NMR (CDCI3) 400MHz .58.42(8, 1H). 7.84(m, 2H), 7.40(m, 3H), 7.17(d, 2H, J=8.72 Hz), 
6.81 (m, 6H). 4.69(q, 1H. J=6.67 Hz). 4.1 1(d. 1H. J .18 Hz), 4.07(d, 1H, J .18 Hz), 3.73(s, 3H), 3.57(d, 
1H. J .87 Hz), 3,49(d. 1H, J .87 Hz), 3.1 8(m, 8H), 1.59(d, 3H, J=6.67 Hz), 
35 HPLC(C-1 8, 3^m) 1 %MeOH/0-90% CHaCN/Water (0.1% TFA)/(50mM EtsN/TFA) 4mln run 

Rt=2.63 min 



j 4"H{4-{[3-(5-M thyN1,2,4K)xadiazol-3-v))phenoxv]methyl}-2-r4-(trifluoromethyl)phenyll-1j - 
thiazol-5-yl}methyl)sulfanyilphenoxy}acetic acid 
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NMR (CDCI3) 400MHz 8 10.1 7(s. 1 H). 8.02(d, 2H, J=8.20 Hz). 7.67(m, 3H). 7.46(m. 1 H), 
7.36(t. 1H, J=7.95 Hz). 7.22(d. 2H, J=8.72 Hz), 7.06(dd. 1H, J=8.37, 2.39 Hz). 6.79(d. 2H, J=8.72 Hz), 
4.69(s, 2H), 4.58{s, 2H), 4.22(s, 2H). 2.73(s, 3H). 
MS(ES*) M+H= 614.00 

5 

2-Methyl-2-{4-r({4^[4-(5>methyl-1.2.4-oxadiazoi-3-yl)phenoxylmethyft^^^ 
(tri11uoromethyl)phenyl]"1,3-thiazol"5-yl}rnethyl)sulfanyl]phenoxy}propanoic acid 

^H (CDCI3) 400MHz 5 7.98(d, 2H, J=8.03 Hz), 7.92(d, 2H, J=9.06 Hz), 7.67(d, 2H, J=8.03 
Hz). 7.18(d. 2H. J=9.06 Hz), 6.96(d, 2H. J=8.75 Hz), 6.74(d, 2H. J=8.75 Hz). 4.98(s. 2H), 4.29(s. 2H), 
10 2.66(s,3H).1.57(s,6H) 

MS(ES-)M-H= 640.00 

2-l\/lethyl-2-(4-([(4-{[4-(5-methyl-1,2,4"Oxadiazol-3"yl)phenoxylmethyl}"2-ph 
yi)methyl]su!fanyl}phenoxy)propanoic acid 

15 ^H NMR (CDCI3) 400MHz ,87.93(d. 2H. J=9.06 Hz), 7.86(m. 2H). 7.42{m, 3H). 7.17(d, 2H. 

J=8.72 Hz), 6.96(d, 2H, J=9.06 Hz). 6.73(d. 2H, J=8.72 Hz). 4.92(s. 2H), 4.27(s. 2H), 2.66(s. 3H). 
1.57(s. 6H), 

MS{ESO M-H= 571.50 

20 {4-[({4-{[4-»(5-Methyi-1,2.4-.oxadiazol-3--yi)piienoxy]methyi}>244-(trifluorom^^^^ 
thiazoi-5-yi}metliyi)suifanyi]phenoxy}acetlc acid 

^H NMR (CDCy 400MHz 5 7.98(d, 2H, J=8.20 Hz), 7.93(d, 2H, J=9.06 Hz), 7.66(d, 2H, 
J=8.20 Hz), 7.28(d, 2H. J=8.89 Hz), 6.96(d, 2H. J=9.06 Hz). 6.76{d. 2H. J=8.89 Hz). 4.86(s. 2H). 
4.60(s, 2H), 4.25(s, 2H). 2.62(s, 3H), 
25 MS(ES-)M-H=611.80 

(4-{[(4-{[4"(5-iVlethyl"1.2,4-oxadiazol-3-yl)plienoxylmethyi}-2-pheny!-1.3-thiazoN^^ 
yl)methy!]suifanyl>phenoxy)acetic acid 

^H NMR (CDCI3) 400MH? 7.92{d, 2H. J=9.06 Hz), 7.83(m. 2H), 7.39(m, 3H). 7.23(d, 2H, 
30 J=8.90 Hz), 6.95(d. 2H. J=9.06 Hz), 6.76{d. 2H, J=8.90 Hz), 4.70(s. 2H), 4.54(s. 2H). 4.18(s. 2H), 
2.60(s. 3H), • 

MS{ES*) M+H= 546.20 

2-{4-[({4^[4-(5-l\/lethyi-1,2,4-oxadiazol^-yl)phenoxylmethyl}-2-[4-(trifluoromethyO 
35 thtiazoi-5-yi}methyi)sulfanyllphenoxy}propanoic acid 

^H NMR (CDCI3) 400MHz .57.97(d, 2H. J=8.20 Hz), 7.92(d, 2H, J=8.89 Hz), 7.65(d. 2H. J=8.20 

Hz), 7.22(d. 2H. J=8.89 Hz), 6.94(d. 2H. J=8.89 Hz), 6.73(d, 2H. J=8.89 Hz). 4.86(d. 1H, J .79 Hz). 

4.80(d. 1H. J .96 Hz). 4.66(q, 1H. J=6.89 Hz). 4.26(d, 1H, J .87 Hz). 4.20(d, 1H. J .87 Hz). 2.62(s, 3H). 

1.58(d. 3H. J=6.89 Hz). 
40 MS(ES') M-H= 626.00 
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2K4-{[(4-{r4>(5-Methyl-1,2,4-oxadlazol-3-yl)phenoxylmethyl^2-phenyl-1,3"thiazol-^^ 
yI)methyl]sulfanyl}phenoxy)propanoic acid 

"•H NMR (CDCI3) 400MH;257.93(d, 2H, J=9.06 Hz), 7.85(m, 2H), 7.41 (m. 3H), 7.24(d, 2H. 
J=8.89 Hz), 6.95(d, 2H, J=9.06 Hz). 6.74(d, 2H, J=8.89 Hz), 4.82(s, 2H), 4.68(q, 1H. J=6.89 Hz). 
5 4.25(d, 1H. J .87 Hz), 4.19(d, 1H, J .87 Hz). 2.64(s. 3H), 1.61(d. 3H. J=6.89 Hz), 
MS(ES") M-H= 558.30 

2^4"[({4'-{[4'-(4"Acetyiphenyl)-1-plperazlnyl]methyi}-2"[4"(trifluoromethyl)ph 
yi}methyi)sulfanynphenoxy}-2-methylpropanolc acid 

10 ^H NMR (CD3OD) 400MHz 5 8.04(d, 2H. J=8.10 Hz). 7.85(d, 2H, J=9.14 Hz), 7.72(d. 2H, 

J=8.10 Hz), 7.25(d, 2H, J=8.79 Hz), 6.93(d. 2H, J=9.14 Hz). 6.81 (d, 2H, J=8.79 Hz), 4.32(s, 2H). 
3.47(s, 2H), 3.35(t. 4H. J=4.91 Hz), 2.59{t, 4H, J=4.91 Hz), 2.47(s, 3H), 1.47(s, 6H). 
MS(ES-) M-H= 668.1 

15 2-{4"[({4"{[4-(4-Chlorophenyl)-1-piperaz!nyl]methyl}-2»[4'^trlfluoromethyl)phen 
yl}methyl)sulfanyl]phenoxy}-2-methylpropanoic acid 

^H NMR (CD3OD) 400MHz 6 8.05{d, 2H, J=8.10 Hz). 7.73(d, 2H, J=8.10 Hz), 7.24(d, 2H. 
J=8.79 Hz). 7.15(d. 2H, J=8.97 Hz), 6.90(d, 2H, J=8.97 Hz), 6.80(d. 2H, J=8.79 Hz), 4.30(s, 2H). 
3.57(s, 2H). 3.18(t, 4H. J=5.00 Hz), 2.77(t, 4H, J=5.00 Hz). 149(s. 6H), 
20 CHN Analysis: Theory (C, 58.04%; H, 4.72%; N. 6,35%) Found (C. 57.65%; H, 4.80%; N. 

6.13%) 

2^4-[({4^I4-(3-Methoxyphenyi)-1-piperazinyl]methyI}-244-(trmuoromethyl)phenyO 
yl)methyl)sulfanyl]phenoxy}-2-methylpropanoic acid 

25 ^H NMR (CD3OD) 400MHz 5 7.98(d, 2H, J=7.93 Hz), 7.63(d, 2H. J=7.93 Hz), 7.1 2(m, 3H), 

6.73(m. 2H). 6.47(m, 1H). 6.38(m, 2H), 4.1 8(s, 2H), 3.70(s, 3H), 3.50(s, 2H), 3.14(br s, 4H). 2.76(sbr , 
4H), 1.49(8. 6H). 

CHN Analysis: Tlieory (C. 60.26%; H. 5.21%; N. 6.39%) Found (C, 59.83%; H, 5.29%; N, 

6.32%) 

30 

2-(4-{[(2-(4-Fluorophenyl)-4^t4-(plienoxycarbonyl)-1-piperazinyt]methy[}-'1,3-thiazol^'- 
vl)methyllsulfanyl}-2-methylphenoxy)-2"methylpropanoic acid 

^H NMR (CDCI3) 400MHz 5 7.93(m, 2H). 7.35(m, 3H). 7.19(m. 4H), 7,08(m, 2H). 6.69(br s, 
1H). 4.27(8, 2H), 3.60(br s, 4H). 3.39(s, 2H), 2.54(br s, 4H), 2.14(s. 3H). 1.55(s. 6H), 
35 MS(ES ) M-H= 634.1 

2^4-[({4-{[4>(4-Methoxyphenyl)-1-piperazlnyrimethyl}-2-[4-(trlfluoronfiethyl)phenyn 
yl}methvl)suifanyi]-2-metiiylpiienoxy}-2-methyipropanoic acid 

^H NMR (CD3OD) 400MHz S 8.05(br s. 2H), 7.66(d. 2H. J=8.28 Hz), 7.1 5(s. 1H), 6.84(m, 6H). 
40 4.19(8. 2H). 3.44(8, 2H) 3.69(s, 3H), 3.10(m. 4H), 2.82(br s, 4H), 2.10(8. 3H), 1 .62(s, 6H), 
MS(ES*) M+H= 672.2 
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2-{4-[({4>{[4-(4-Acetylphenyl)-1-piperazmyllmethyI}"2"[4-<trif!uoromethyl)p^ 
yl}methyl)sulfanyll-2-methyfphenoxy}-2-methy!propanoic acid 

NMR (CD3OD) 400MHz 5 7.97(d, 2H, J=8.10 Hz). 7,80(d, 2H. J=8.42 Hz). 7.65(d. 2H. 
5 J=8.10 Hz), 7.16(br s, 1H). 7.01(br s, 1H). 6.84(d. 2H. J=8.42 Hz), 6.60(br s, 1H), 4.23(s. 2H). 3.44(s. 
2H). 3.27(br s. 4H). 2.55(br s, 4H). 2.44(s, 3H). 2.11(s, 3H). 1 .52(s. 6H). 
MS(ES*) M+H= 684.2 

2-{4"[({4-{[4"{3-Methoxyphenyl)-1-piperazinyi]methyl}-2-[4-(trifluoromethyl)ph 
10 yl}methyl)sulfanyll-2-methylphenoxy}-2-methylpropanoic acid 

^H NMR (CD3OD) 400MHz 5 7.96(d. 2H, J=8.10 Hz). 7.61 (d, 2H, J=8.10 Hz), 7.03(m, 3H), 
6.38(m, 4H), 4.18(s, 2H), 3.69(s. 3H). 3.33(s, 2H), 3.11 (m, 4H). 2,66(br s. 4H). 2.09(s, 3H). 1.50(s. 
6H). 

MS(ES-) M-H= 670.0 

15 

2-{44({4"{[4-(4-Fluorophenyl)-1-piperazinyi]methyl}-2-[4-(trifluoromethyl)phenyll-1,3-thiazo 
yl}methyl)sulfanyl]-2-methylphenoxy}-2-methyipropanoic acid 

NMR (CD3OD) 400MHz 5 8.08(d, 2H. J=8.24 Hz), 7.73(d. 2H. J=8.24 Hz), 7.18(brs, 1H). 
7.04(br s, 1H), 6.92(nn. 4H). 6.72(br s, 1H). 4.26(s, 2H), 3,58(s, 2H). 3.14(br s. 4H), 2.84(brs, 4H). 
20 2.10(s.3H). 1.60(s,6H), 

MS(ES-) M-H= 658.4 

2-Methyl-2-{2-methyl-4-[({4-{[4-(phenoxycarbonyl)-1-piperazlnyl]methyl}-2-[4- 
(tiifluorometliyOphenyil-1,3-thiazol-5-yl}methyl)suifanyllphenoxy}propanoic acid 

25 ^H NMR (CD3OD) 400MHz 5 8.04(br s, 2H), 7.71(br s, 2H), 7.34(m, 2H), 7.19(m. 3H), 7.04(m. 

3H), 4,28(s. 2H). 3.65(s. 2H), 3.45(br s. 4H), 2.47(br s, 4H). 2.12(s. 3H). 1.61(s. 6H), 
MS(ES-) M-H= 684.0 

2-[4-({[4--{[4-(4»Acetylplienyl)-1-piperazmyl]mettiyl}-2-(4-fluorophenyl)-1,3-thiaz^ 
30 yllmethyl}sulfanyl)-2-methylphenoxy]"2-methylpropanoic acid 

^H NMR (CD3OD) 400MHz 5 7.93(m. 2H). 7.86(d. 2H, J=9.16 Hz). 7.18(m. 3H). 7.07(br s. 
1H). 6.95(d, 2H, J=9.16 Hz), 6.69(br s, 1H), 4.23(s, 2H), 3.42(m, 6H). 2.69(br s. 4H). 2.49(s. 3H). 
2.13(s. 3H), 1.56(s, 6H). 

MS(ES') M-H= 632.3 

35 

2'(4-([{2"(4-Fluorophenyl)-4-{[4-(3-methoxyphenyl)-1-piperazinyl]methylH»3"tlii^^^ 
y|)methyllsulfanyl}-2-methylphenoxy)-2>methvipropanoic acid 

^H NMR (CD3OD) 400MHz 5 7.96(m. 2H). 7.19(m. 3H), 7.12(t, 1H, J=8.24 Hz), 7.01(br s. 1H), 
6.66(br s, 1H). 6.54(dd. 1H. J=8.24, 2.20 Hz). 6.47(t, IN. J=2.20 Hz). 6,43{dd. 1H. J=8.24. 2.20 Hz), 
40 4.20(s. 2H), 3.73(s. 3H). 3.55(s. 2H). 3.24(br s. 4H). 2.91(br s, 4H). 2.13(s. 3H). 1 .56(s. 6H). 

MS(ES-) M-H= 620.0 
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2"[4-({[4^[4-(Ethoxycarbonyl)-1-plpera2inyi]methyl}-2-(4-fluorophenyl)-1,34hi 
yllmethyl}su[fanyl)-2"methylphenoxy]-2-methylpropanoic acid 

NMR (CD3OD) 400MHz 5 7.94(m, 2H), 7.19(m, 3H), 7.00(br s, 1 H), 6.66(br s, 1 H), 4.23(s, 
5 2H), 4.09(q. 2H. J=7.05 Hz). 3.48(m, 6H), 2.49(br s, 4H). 2.1 3(s, 3H). 1 .56(s, 6H), 1 .23(t, 3H. J=7.05 
Hz), 

MS(ES') M-H= 586.2 

2-(4^[(2-(4-Fiuorophenyl)-4-{[4-(isopropoxycarbonyl)-1-i>iperazinyl]methylH.3"^^ 
10 yl)methvllsulfanyl}-2"methyiphenoxy)-2-methylpropanoic acid 

^H NMR (CDCy 400MHz 5 7.90(m, 2H), 7.18(m. 3H), 7.07(br s, 1H), 6.74(br s, 1H),4.64(m, 
1H), 4.26(s. 2H), 3.44(t, 4H. J=4.58 Hz), 3.36(s, 2H), 2.43(br s, 4H), 2.1 3(s, 3H), 1 .55(s, 6H), 1.22(d, 
6H, J=6.23 Hz), 

MS(ES-) M.H= 600.0 

15 

2-{2-methyl-4-[({4"[4'^trifluoromethoxy)benzyI^244-(trifluoromethyl)phenyll"1,3"^^ 

yl}methyi)sulfanyl]phenoxy}propanoic acid 

From ethyl 2-{2H7ietiiyl-4-[({4-[4-(trifluoromethoxy)benzyI]-2-[4-(trffl ,3- 

thiazol-5-yl}methy!)sulfany!]phenoxy}propanoate (0.167g, 0.25 mmol), 2-{2-methyI-4-[({4-[4- 
20 (trifluoromethoxy)benzyl]-2-[4-(trifluoromethyl)phenyl]-1,3-thiazol-5- 

yl}methyl)sulfanyl]phenoxy}propanoic acid (0.066g, 41%) was obtained as a wliite solid. 

^H NMR (CD3OD): 6 8.05 (d, 2 H), 7.77 (d, 2 H), 7.20 (m, 6 H), 6.71 (d, 1 H), 4.80 (q. 1 H). 

4.25 (s, 2 H), 3.93 (s. 2 H), 2.20 (s. 3 H), 1 .60 (d, 3 H); NMR (CD3OD): 5 -59.87 (s) -64.72 (s); MS 

m/z 628 (M+1); Anal. Calcd. for C29H23FNOS2: C, 55.5; H. 3.69; N, 2.23%; found: C, 55.27; H. 3.80; N. 
25 2.21%. 

{2"methyl"4-[({4'[4-(trtfluoromethoxy)benzyll-2-[4-(trif[uoromethyl)phenyll"1,^ 
vl}methyl)sulfanyIlphenoxy}acetic acid 

From methyl {2-methyl-4-[({4-[4-(trifluoromethoxy)benzyl]-2-[4-(trifIuoromethyl)phenyl]-1 ,3- 
30 thiazol-5-yl}methyl)sulfanyr|phenoxy}acetate (0.1 5g, 0,24 mmol). {2-methyl-4-[({4-[4- 

(trlf!uoromethoxy)benzyl]-2-[4-(trifIuoromethyl)phenyl]-1 ,3-thlazol-5-yl}methyl)sulfanyl]phenoxy}acetfc 
acid ( 0.053g, 36%) was obtained as a white solid. 

^H NMR (CD3OD): 5 8.06 (d. 2 H), 7.77 (d. 2 H). 7.20 (m. 6 H). 6.71 (d, 1 H). 4.70 (s. 2 H). 
4.27 (s, 2 H), 3.94 (s, 2 H), 2.20 (s, 3 H); ^^F NMR {CD3OD): 6 -59.88 (s) -64.72 (s); MS m/z 614 
35 (M+1); Anal. Calcd. for C28H21F6NO4S2: C, 54.81; H. 3.45; N. 2.28%; found: C, 54,64; H. 3.46; N, 
2.23%. 

2^2-methyl-4-[({4-(34hienylnfiethyl)-2-I4-(trifluoromethynphenvn-1,3-thiazol^ 
yl)methyl)sulfanyl]phenoxy}propanolc acid 
40 From ethyl 2-{2-methyl-4-[({4-(3-thienylmethyl)-2-[4-(trifluoromethyl)phenyI]-1 ,3-thiazol-5- 

yl}methyl)sulfanyl]phenoxy}propanoate (0.255g, 0.44 mmol), 2-{2-methyl-4-[({4-(3-thlenylme%|)-2-[4- 
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(trlfiuorome%l)phenyl]-1,3-thiazo!-5-yl}methyl)sulfanyl]phenoxy}propanoic acid (0.068g. 24%) was 
obtained as a white solid. 

NMR (CD3OD): 5 8.05 (d, 2 H), 777 (d, 2 H), 7.33 (t, 1 H), 7.18 (m, 2 H). 6.95 (m, 2 H). 
6,69 (d. 1 H). 4.80 (q. 1 H), 4.22 (s. 2 H). 3.95 (s, 2 H). 2.20 (s, 3 H). 1.61 (d. 3 H); MS m/z 550 (IVI+1); 
5 HPLC RT 4.056 (C18 4.2x100mm. 0-100% ACN/H2O (0.1% TFA), 6min @ 2ml/mln @254/220nm). 
Anai. Calcd. for C26H22F3NO3S3: C, 56.82; H, 4.03; N, 2.56%; found: C, 56.84; H, 4.16; N, 2.53%. 

{2-metiiyl-4-[({4-<3-thienyimethyl)-2>[4-(trifluoromethyl)phenyl]-1,3-thiazol-5- 
yl}methyl)sulfanyl]phenoxy}acetic acid 
1 0 From methyl {2-methyl-4-[({4-(3-thienylmethyl)-2-[4-(trifluoromethyi)phenyI]-1 ,3-thla20l-5- 

y!}methyl)sulfanyI]phenoxy}acetate (0.259g, 0.47 mmol), {2-methyl-4-[({4-(3-thienylmethyl)-2-[4- 
(trifluoromethyl)phenyl]-1.3-thiazol-5-yl}methyl)sulfanyI]phenoxy}acetic acid (0.138g, 55%) was 
obtained as a white solid. 

NMR (CD3OD): 5 8.05 (d, 2 H), 7.77 (d, 2 H), 7.33 (t. 1 H). 7.18 (m. 2 H), 6.95 (m. 2 H). 
15 6.69 (d, 1 H). 4.70 (s. 2 H). 4.24 (s. 2 H). 3.95 (s, 2 H), 2.21 (s. 3 H); MS m/z 536 (M+1); HPLC RT 
3.979 (C18 4.2x1 00mm, 0-100% ACN/H2O (0.1% TFA), 6mln @ 2ml/mln @254/220nm). Anal. Calcd. 
for C25H20F3NO3S3: C. 56.06; H. 3.76; N. 2.61%; found: C, 55.90; H. 3.88; N. 2.62%. 

2"{4-r({4-(2-furylmethyl)-2-[4'-(trifluoromethyl)phenyll"1,3-thiazol-5-yl^ 
20 methySph 3no xy}propanoic acid 

From ethyl 2-{4-[({4-(2-fury!methyl)-2-[4-(trifIuoromethyl)phenyl]-1 ,3-thiazol-5- 
yl}methyl)sulfanyl]-2-methylphenoxy}propanoate (0.091g, 0.16 mmol), 2-{4-[({4-(2-furylmethyl)-2-[4- 
(trifluoromethyl)phenyl]-1 ,3-thlazol-5-yl}methyl)sulianyl]-2Hnethylphenoxy}propanoic acid (0.01 9g, 
22%) was obtained as a white solid. 

25 NMR (CD3OD): 6 8.05 (d, 2 H), 7.77 (d, 2 H). 7.37 (s. 1 H), 7.21 (s, 1 H). 7.17 (d, 1 H). 6.72 

(d, 1 H). 6.31 (s, 1 H), 5.99 (s. 1 H). 4.80 (q, 1 H), 4.22 (s. 2 H), 3.97 (s, 2 H), 2.22 (s, 3 H), 1.63 (d. 3 
H); MS mh. 534 (M+1); HPLC RT 3.929 (C18 4.2x100mm, 0-100% ACN/HjO (0.1% TFA). 6min @ 
2ml/min @254/220nm). Anal. Calcd. for C26H22F3NO4S2: C. 58.53; H, 4.16; N, 2.62%; found: C, 58.04; 
H. 4.76; N. 2.47% 

30 

2-^44({4-(3-furylnfiethyl)-2-[4-(trifluoromethyl)phenyll-1,34hlazol-5-vl}methyl)sulfan 
methylphenoxy}propanoic acid 

From ethyl 2-{4-[({4-(3-furylmethyl)-2-[4-(trifluoromethyl)phenyl]-1 ,3-thiazol-5- 
yl}methyl)sulfanyl]-2-methylphenoxy}propanoate (0.1 77g, 0.32 mmol), 2-{4-[({4-(3-furyImethyl)-2-[4- 
35 (lrifluor6methyl)phenyl]-1 ,3-thiazol-5-yl}methyl)sulfanyO-2-methylphenoxy}propanoic acid (0.030g, 
18%) was obtained as a white solid. 

NMR (CD3OD): 5 8.05 (d. 2 H), 7.77 (d. 2 H), 7.39 (s, 1 H). 7.20 (m, 3 H). 6.70 (d. 1 H), 
6.29 (s. 1 H). 4.80 (q, 1 H). 4.22 (s, 2 H), 3.70 (s, 2 H), 2.20 (s, 3 H), 1.62 (d, 3 H); MS m/z 534 (M+1); 
HPLC RT 3.966 (CI 8 4.2x1 00mm, 0-100% ACN/H2O (0.1% TFA), 6min @ 2ml/min @254/220nm). 
40 Anal. Calcd. for C26H22F3NO4S2: C, 58.53; H, 4.16; N. 2.62%; found: C. 58.38; H, 4.30; N. 2.54% 
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2-^2-methyl-4-[({4-(2-thienylmethyl)"2>[4-(trifiuoromethyi)phen^^ 
yl}methyl)suifanyl]phenoxy}propanoic acid 

From ethyl 2-{4-[({4-(2-thlenylmethyI)-2-[4-(trifluoromethyl)phenyl]-1 .3-thiazol-5- 
yl}methyl)sulfanyl]-2-methylpheno)cy}propanoate (0.21g. 0.36 mmol). 2-{2-methyI-4-[({4-(2- 
5 thienylmethyl)-2-t4-{trifluoromethyl)phenyl]-13-thlazol-5-yOmelhyl^ 
(0.01 9g, 10%) was obtained as a white solid. 

NMR (CD3OD): 5 8.05 (d, 2 H), 7.77 (d. 2 H). 7.20 (m, 3 H), 6.91 (t, 1 H). 6.79 (s. 1 H). 6.69 
(d, 1 H), 4.80 (q, 1 H), 4.24 (s, 2 H). 4.09 (s, 2 H), 2.20 (s, 3 H). 1 .62 (d. 3 H); MS m/z 550 (M+1); 
HPLC RT 4.074 (CI 8 4.2x1 00mm. 0-1 00% ACN/H2O (0.1 % TFA). 6min @ 2ml/min @254/220nm). 

10 

2"methyl-2-{4»[({4-[4-(trifluoromethoxy)benzyt]"2-[4"(trifluoromethyl)phenyll"1,3>thiaz^ 

yl}methyl)sulfanyl]phenoxy}propanoic acid 

From ethyl 2-methyl-2-{4-[({4-[4-(tiifluoromethoxy)benzyl]-2-[4-(trlfluoromethyl)phe ,3- 

thiazoI-5-yl}methyI)sulfanyl]phenoxy}propanoate (0.21 Og. 0.32 mmol). 2-methyl-2-{4-[({4-[4- 
1 5 (trifIuoromethoxy)benzyI]-2-[4-(trifluoromethyl)phenyl]-1 ,34hia2ol-5- 

yl}methyl)sulfanyl]phenoxy}propanolc acid (0.035g, 17%) was obtained as a cream solid. 

NMR (CD3CI3): 6 8.05 (d. 2 H). 7.77 (d. 2 H), 7.28 (d. 2 H), 7.22 (d, 2 H). 7.13 (d. 2 H). 6.86 

(d. 2 H). 4.19 (s. 2 H). 3.96 (s. 2 H). 1 .63 (s, 6 H); ^^F NMR (CD3CI3): 5 -58.26 (s) -63.16 (s); MS 

628 (M+1); HPLC RT 4.526 (CI 8 4.2x1 00mm, 0-100% ACN/H2O (0.1% TFA), 6min @ 2ml/min 
20 @254/220nm). Anal. Calcd. for C29H23F6NO4S2: C. 55.5; H. 3.69; N, 2.23%; found: C. 55.78; H. 3.83; 

N. 2.10% 

e-MethytM-K{4-ff4-methvl-24hlenyl)methvll-2-[4-(trifluoromethy^ 
yl}methyl)sulfanyllphenoxy}acetlc acid 

25 From ethyl {2-methyl-4-[({4-[(4-methyl-2-thlenyI)methyl]-2-[4-(trifluoromethyl)phenyl]-1 .3- 

thlazol-5-yl}methyi)sulfanyl]phenoxy}acetate (0.1 3g. 0.23 mmol), {2-methyl-4-[({4-[(4-methyl-2- 
thlenyl)methyl]-2^4-(trlfluoromethyl)phenyl]-1.3-thiazol-5-yl}methyl)sulfanyi]phenGxy}acetlc acid 
(0.01 1g, 9%) was obtained as a cream solid. 

NMR (CD3CI3): 5 8.01 (d. 2 H), 7.68 (d, 2 H), 7.24 (s, 1 H), 7.15 (d, 2 H), 6.72 (s. 1 H), 6.64 

30 (d, 1 H), 4.75 (s, 2 H), 4.19 (s, 2 H), 4.05 (s, 2 H), 2.20 (s, 3 H), 2.29 (s, 3 H); MS m/z 550 (M+1); 
HPLC RT 4.366 (CI 8 4.2x1 00mm, 0-100% ACN/H2O (0.1% TFA), 6min @ 2ml/min @254/220nm). 

{4-[({4-(2,4Kiifluorobenzyl)-2-[4-(trifluoromethvi)phenyll-1,3-thiazol-5-^^^^ 

methylphenoxy}acetic acid 
35 From ethyl {4-[({4-(2.4-difluorobenzyI>-2-[4-(trifluoromethyl)phenyl]-1 .3-thlazol-5- 

y|}methy!)sulfanyl]-2-methylphenoxy}acetate, (0.1 g, 0.17 mmol), {4-t({4-(2,4-difluorobenzyl)-2-[4- 

(trifluoromethyl)phenyl]-1 .3-thiazo!-5-yl}methyl)sulfanyl]-2-methylphenoxy}acetic acid (0.027g, 28%) 

was obtained as a cream solid. 

^H NMR (CD3CI3): 6 7.99 (d, 2 H), 7.68 (d. 2 H). 7.22 (s. 1 H). 7.13 (m. 2 H), 6.79 (m, 2 H). 
40 6.62 (d. 1 H). 4.70 (s, 2 H). 4.20 (s, 2 H). 3.86 (s. 2 H). 2.23 (s, 3 H); ^«F NMR (CD3CI3): 6 «63.1 5 (s) - ' 

114.03 (s) -114.06 (s); MSm/k566 (M+1); HPLC RT 4.356 (CI 8 4.2x1 00mm. 0-100% ACN/HjO 
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(0.1% TFA). 6min @ 2ml/min @254/220nm). Anal. Calcd. for CazHzoFgNOaSa-O.SHaO: C. 56.44; H, 
3.68; N, 2.44%; found: C. 56.40; H, 3.79; N, 2.20% 

{4-[({4"(4"methoxybenzyl)-244-(trifluoromethyl)phenyi]'1,3-thiazol-5-yl}nriethyl)sul^ 
5 methylphenoxy}acetic acid 

From ethyl {4-[({4-(4-methoxybenzyl)-2-[4-(trffluoromethyl)phenyl]-1 ,3-thlazol-5- 
yl}methyl)sulfanyl]-2-methylphenoxy}acetate (0.1 60g 0.27 mmol), {4-[({4-(4-methoxybenzyl)-2-[4- 
(tr}fluoromethyl)phenyl]-1 ,3-thiazol-5-yl}methyl)su!fanyQ-2-methylphenoxy}acetlc acid (O.OOSg. 3%) 
was obtained as a cream solid. 

10 NMR (CD3CI3); 5 8.01 (d. 2 H)* 7.68 (d, 2 H), 7.23 (s, 1 H), 7.1 1 (m, 3 H). 6.82 (d, 2 H), 6.62 

(d, 1 H). 4.90 (s. 2.H), 4.17 (s. 2 H), 3.90 (s, 2 H), 3.80 (s. 3 H), 2.25 (s. 3 H); MS m/z 560. 

2>Methyll-2K4-[({4-[(4HTiethyl-2-thlenyl)nriethyl]-2-[4-(trlfiuoronriet^^ 
yl}methyl)sulfanyl]phenoxy}propanoic acid 

1 5 From ethyl 2-methyl-2-{4-[({4-t(4-methyl-2-thienyl)methyl]-2-[4-(trlfIuoromethyl)phenyl]-1 ,3- 

thiazol-5-yl}methyl)sulfanyl]phenoxy}propanoate (0.1 7g 0.29 mmol), 2-methyl-2-{4-[({4-[(4-methyI-2- 
thienyl)methyI]-2-[4-(trifluoromethyl)phenyl]-1 ,3-thlazol-5-yI}methyl)suifanyl]phenoxy}propanoic add 
(0.002g, 1 .2%) was obtained as a cream solid. 

NMR (CD3CI3): 6 8.01 (d, 2 H). 7.78 (d, 2 H). 7.28 (d, 2 H), 6.86 (d 2 H), 6.73 (s. 1 H), 6.63 
20 (s. 1 H), 4.18 (s. 2 H). 3.99 (s, 2 H), 2.21(s, 3 H). 1.63 (s, 6 H); MS m/z 564 (M+1); HPLC RT 4.413 
(C18 4.2x100mm. 0-100% ACN/H2O (0.1% TFA). 6min @ 2ml/min @254/220nm). 



The following is an alternative procedure for the synthesis of Ethyl 2-{4-[({4-(hydroxymethyl)- 
25 2-[4-(trlfiuoromethyl)phenyl]-1,3-thiazol-5-yl}methyl)sulfanyl]phenoxy}-2-methylpropanoate 

Ethyl 2-[4-(chlorosuifonyl)phenoxyl-2-methyipropanoate 

Cool a solution of the ethyl 2-methyl-2-phenoxypropanoate, (1 .0 wt. 1 .0 eq), in 
dichloromethane (7.5 vols) to 0°C with stirring under a nitrogen atmosphere. Slowly add neat 

30 chlorosulfonic acid (0.78 wt, 1 .4 eq) to the reaction mixture at a rate such that the reaction 

temperature never rises above 5.0 **C. The addition typically takes 30 minutes to complete. Following 
the completion of the addition, stir the reaction mixture at 0-1 ®C. Follow the course of the reaction by 
HPLC. The reaction Is typically complete after 30 minutes. At this point, slowly treat the reaction 
mixture with DMF (1 .75 L) (1 .40 wt, 4.0 eq). The addition of DMF to the reaction mixture is very 

35 exothermic. Adjust the rate of addition so that the reaction temperature never rises above 1 0.0 ^C. 
The addition of DMF to the reaction mixture takes approximately 30 minutes. Following the 
completio?' of the DMF addition, re-cool the reaction mixture to 0.5 to I^C. Treat the cooled reaction 
mixture with neat thionyl chloride (61 9 mL, 1 .01 kg) (0.86 wt, 1 .5 eq). Adjust the rate of addition so 
that the process temperature never reaches 5°C. The addition of thionyl chloride to the reaction 

40 mixture is not very exothermic at all. Hence, the addition of thionyl chloride is typically complete in 5 
minutes. Following the completion of the DMF addition, warm the reaction mixture to 20°C with 
stimng. Follow the course of the reaction via HPLC. After 2.0 h, the reaction Is typically complet . At 
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this point, coo! the reaction nnlxture to 0-rc and carefuily treat the reaction mixture with water (8.8 L) 
(7.5 vols). [Note: The addition of water may be somewhat exothermic depending upon how much 
unreacted thlonyl chloride is left in the reaction mixture.] Separate the organic layer and wash the 
organic layer with aqueous 0.1 N HCI solution (2 X 7.5 vols). Separate the organic layer, concentrate 
5 the organic layer to a minimum stir volume, treat the organic layer with isopropyl acetate (1 X 5.0 vols) 
and then concentrate the resulting solution via vacuum distillation to afford the titled compound as a 
translucent bronze colored oil. 

Yield (% theory): 85-98%. 

NMR (400 MHz. CDCI3) 8 7.90 (2H. bd). 6.90 (2H, bd). 4.22 (2H. q, J=7.0 Hz). 1 .67 (6H, s). 
10 1.20(3H,t. J=7.0Hz) 

Diethyl 2-[4-(trifluoromethyl)pheny!l-1,3''thiazole^,5-'dicarboxvlate 

Heat a solution of the 4-fluorobenzenecarbothioamide, (1 .0 wt, 1 .0 eq), in absolute ethanol (3 

vols) to 50 ""C with stirring under a nitrogen atmosphere. Add diethyl 2-chloro-3-oxosuccinate (1.2 wt, 
15 1 .1 eq), in one portion. Some warming is seen during the addition which is typically complete in less 
then 30 minutes. After the addition is complete, heat the reaction mixture to about 68''C. Hold the 
reaction mixture at 67-69''C for 6 h and then cool the reaction mixture to ambient temperature 
overnight. Dilute the resulting yellow hazy solution slowly with aqueous 50% ethanol solution (3 vols), 
stir at ambient temperature for 4h, and then cool the reaction mixture to <5*'C. Filter the solids. Wash 
20 the wet cake with aqueous 50% ethanol solution (3 vols) and dry at 45 to constant weight to afford 
the title compound as an off-white to white colored solid. 
Yield (% theory): 78-83%. 

^H NMR (300 MHz, CDCI3) 6 8.14 (2H, d, J=8.2Hz). 7.76 (2H. d, J=8.2Hz), 4.52 (2H, q, J=7.1 
Hz), 4.43 (2H, q. J=7.1 Hz), 1.47 (3H, t, J=7.1Hz), 1.42 (3H. t, J=7.1Hz). 

25 

{5"Hydroxymethyl'*2-[4-(trlfluoromethyl)phenyl]-1,3-thiazol-4-yl}methanol 

To a suspension of lithium aluminum hydride (0.14 wt) in THF (3.4 vols), add a solution of the 
diethyl 2-[4-(trifIuoromethyi)phenyl]-1,3-thiazole-4,5-dicarboxylate (1.0 wt, 1.0 eq), dissolved in THF (2 
vols) at a rate such that the temperature of the reaction mixture is maintained at below -1 O^'C. The 

30 addition time is 1 .5-3.0 hr. After the addition is complete, stir the reaction mixture at ambient 

temperature for 18 h. Quench the reaction by adding aqueous 16% sulfuric add (2.4 vols). Charge 
ethyl acetate (5 vols) with stirring to the reaction mixture followed with water (5 vols). Filter the 
resulting two phase mixture through cellte (0.4 wt). Separate the layers and wash the organic layer 
with water (4X4 vols) and with brine (2X4 vol). Reduce the total volume of the reaction mixture via 

35 vacuum distillation to leave the solid suspended in ethyl acetate (1-1 .5 vols). Dilute the slurry with 
dichloromethane (5 vols) and stir the suspension for at least 6 h. Filter the tan-colored solid. Wash 
the wet cake with dichloromethane ( 2 vols) and dry the wet cake at 45^*0 under mild vacuum to afford 
the title compound as an off-white solid. 
Yield (% theory): 65-85%. 

40 ^H NMR (300 MHz, CD3OD) 6 8.1 5(2H, d, J=8.3Hz), 7.79(2H, d, J=8.3Hz). 4.92 (2H. s). 4.90 

(2H. s), 4.77(2H, s). 
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Ethyl 2^4>rff4-(hvdroxymethyl)-2-[4>(tr!fluoromethyi)phenyn-1.3-t 
sulfanvnphenoxy}"2-methylpropanoate . 

To a stirred suspension of zinc dust (0.75 wt, 3.5 eq) In isopropyl acetate (5 vols), add a 
solution of DME (0.5 vol) and water (0.5 eq). Heat the resulting solution from room temperature to 
5 40^0. Treat the reaction mixture with a solution of ethyl 2-[4-(chlorosuIfonyl)phenoxy]-2- 

methylpropanoate (1.0 wt, 1.0 eq) and dichlorodimethylsilane (0.32 wt, 0.75 eq) in isopropyl acetate (3 
vols) over a period of 2 h as this addition is mildly exolhemnic. After the addition is complete, increase 
the process temperature to 60°C. Treat the suspension at 60*»C slowly with neat 
dichlorodimethylsilane (0.95 wt, 2.3 eq) over a period of 1 h. When the reduction, of the 

10 sulfonyichlorlde is deemed complete (by HPLC), treat the reaction mixture with f5-Hydroxymethyl-2- 
[4-(trifluoromethyl)phenyl]-1,3-thia2ol-4-yI}methanol (1.04 wt, 1.1 eq) In one portion at 60^C. After the 
addition Is complete, increase the process temperature to 89°C and stir the reaction mixture at this 
temperature for 3 to 5 h then cool to ambient temperature. Filter the reaction mixture to remove 
unreacted zinc residue, wash the filtrate with water (2X8 vols) and concentrate the organic layer to 

15 about 3.5 volumes via vacuum distillation at 40-45°C. Dissolve the resultant, somewhat syrupy, 
residue in ethanol (2 vols) and treat the resulting solution with iso-octane (2vols). Cool the clear 
yellow-tinted solution to ambient temperature to induce crystallization of the product Collect the solid 
via filtration. Wash the wet cake with iso-octane/EtOH (9:1, 1 vol) and dry under vacuum (-21 Ton*) at 
60 °C for 12 h to afford the title compound as an off-white solid. 

20 Yield (% theory): 45-55%. 

NMR (400 MHz, CDCI3) 6 7.96 (2H, d. J=8.5 Hz). 7.66 (2H, d, J=8.5 Hz), 7.24 (2H, d, J=8.8 
Hz), 6.74 (2H. d, J=8.8 Hz). 4.45 (2H. d. J=3.5 Hz). 4.19 (2H, q. J=7.2 Hz). 4.16 (2H. s). 2.30 (1H. br 
s), 1.57 (6H, s), 1.20 (3H. t. J=7.2 Hz). 

25 The following intemriediates and llgands were prepared for the binding and transfection 

assays described below: 

I) 2-{2-methvl-4-r({4-methyl-2-[4-(trifluoromethyl)phenyll-1,3-thiazol-5- 
yl}methyl)sulfanyl]phenoxy}acetic acid 
30 This compound was used as a PPARdelta reference in the transfection assays described 

below and was prepared according to the following method: 



Intermediate A 




Chlorosulfonic acid (15mL) was cooled to 0**C. then 10.0 g (0.05M) of ethyl (2- 
35 methylphenoxyacetate was added over 10 m. The reaction mixture was stln-ed at 0-5**C for 30m, the 
bath was removed and stirring continued for 2 h. The reaction mixture was poured Into Ice, forming a 
white solid which was washed with ice water and dried under high vacuum affording the title 
connpound (12.846 g .86%). 
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intermediate B: 




To a well stirred solution of LiAIH4 (1 .52 g, 40 mmol) in dry THF (50 mL) at 0 ''C, was slowiy 

added a solution of etiiyl 4-nnethyl-2-[4-(trlfluoromethyl)phenyl]-thiazo!e-5-cart>oxylate (12.6 g, 40 
mmol) in dry THF (50 mL). Ttie mixture was stirred at room temperature for 2 hs. The reaction was 

5 quenched by slow addition at 0 ^'C of water (2 mL), 5N NaOH (2 mL) and water (6 mL). The 

precipitate was filtered, washed with EtOAc, IVIeOH, CHzClzand THF. After evaporation, a yellow 
solid was obtained, that was crystaiiyzed from MeOH-water to afford intemiediate 1 depicted above 
(9.90 g, 36 mmoi, 90%) as a yellow solid mp 120-122 ""C. 

Intermediate C : \^ 

10 To a cold (0°C) stirred solution of intemiediate 1 (8.2g, 30 mmol) and EtgN (6.07 g, 8.36 mL, 

60 mmol), in dry CH2CI2 (120 mL) was slowly added MeSOaCI (5.49 g, 3.71 mL, 48 mmol). After 2 hs 
at 0°C more EtgN (6 mmol) and IVIeSOzCl (4.8 mmol) were added. After 2 more h a tic 
(hexane:EtOAc, 1 :1 ) showed complete reaction. The reaction mixture was diluted with CH2CI2 (120 
mL) and washed with NaHCOs (sat.) (2 x 240 mL) and water (2 x 240 mL), dried, filtered and 

15 evaporated to afford intermediate 2 (8.0 g, 27 mmol, 90%) as a yellow solid. 

2-{2"methyN4-[({4-methyl-2''[4-(trifluoronfietiiyl)phenyl]-1,3-thiazoi-5- 
yl}methyi)suifanyllphenoxy}acetic acid: 




Intemnediate A (4.68g, 16mM) was refluxed with 9.6 g of tin powder in ethanol (20mL) and 
dioxane/HCI (20 mL). After 3 h the reaction mixture was poured Into ice and CH2CI2 (200mL) and 
filtered. The phases were separated and the aqueous layer was extracted 2X 50 mL CH2CI2. The 
combined organic layers were dried (l^/IgSOJ, filtered and evaporated to yield 3.5g (97%). This 

25 material readily forms disulfides and therefore was used immediately. It was dissolved in acetonitrile 
(50mL) with intermediate C (4.0g, 14.0ml\/l) and CS2CO3 (10.1g, 31.0 mM) and stirred for 1 h then 
diluted with ether (200mL) and water (200mL). The phases were separated and the organic phase 
was washed 2X NaOH 0.1 N (50mL), dried (MgS04), filtered and evaporated to afford cmde product 
(6.57 g, ) which was slurried in hexane:ether (1:1) and filtered to yield pure intermediate D (5.0g, 

30 74%). This material was hydrolyzed as described below to prepare the title compound. A solution of 
the con-esponding ester (Intemnediate D) (1 mmol) in THF (10 mL) (in some cases few drops of MeOH 
were added to help solubility), was treated with 1 N LiOH in water (2mL, 2 mmol), and stirred 16 h at 
room temperature (when reactions were slow, the temperature was elevated to 50'^C). The solution 
was neutralized with IN HCI (2 mL, 2 mmol) and the organic solvent evaporated to afford an aqueous 
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solution with an insoluble product. If the insoluble was a solid, it was filtered and dried to afford the 
final product. If the insoluble was an oil, it was extracted with EtOAc (30 mL). The organic solution 
was separated, washed with water (2 x 30 mL), dried, filtered, and evaporated to afford the final 
product. 

Binding Assay: 

Compounds were tested for their ability to bind to hPPAR gamma hPPABalpha or PPAFJdelta 
using a Scintillation Proximity Assay (SPA). The PPAR llgand binding domain (LBD) was expressed 
in E. coil as polyHis tagged fusion proteins and purified. The LBD was then labeled with biotin and 
immobilized on streptavldin-modified scintillation proximity beads. The beads were then incubated 
with a constant amount of the appropriate radioligand (3H-BRL 49653 for PPARgamma. radiolabelled 
2-(4-(2 •(2,3-D;tritio-1-heptyl-3-(2.4-dlfluorophenyl)ureido)ethyl)phenoxy}-2-methj^lbutanoi acid for 
hPPAR alpha (see WO 00/0800?) and labelled GW 2433 (see Brown. P. J et al ' Chem. BioL, 4. 909- 
918 (1997). For the structure and synthesis of this llgand) for PPAR delta) and variable 
concentrations of test compound, and after equilibration the radioactivity bound to the beads was 
measured by a scintillation counter. The amount of nonspecific binding, as assessed by control wells 
containing 50 pM of the con-esponding unlabeled llgand, was subtracted firom each data point For 
each compound tested, plots of ligand concentration vs. CPM of radioligand bound were constructed 
and apparent Ki values were estimated from nonlinear least squares fit of the data assuming simple 
competitive binding. The details of this assay have been reported elsewhere (see, Blanchard, S. G. et 
al. Development of a Scintillation Proximity Assay for Peroxisome Proliferator-Activated Receptor 
gamma Ligand Binding Domain. AnaL Biochem., 257, 112-119 (1998)). 

Transfectlon assay: 

Compounds were screened for functional potency In transient transfection assays In CV-1 
cells for their ability to activate the PPAR subtypes (transactivation assay). A previously established 
. :chimenc receptor system was utilized to allow comparison of the relative transcr;ptional activity of the 
receptor subtypes on the same target gene and to prevent endogenous receptor activation from 
complicating the interpretation of results. See. for example, Lehmann. J. M.; Moore. L. B.; Smith- 
Oliver, T. A.; Wilkison, W. O.; Wlllson, T. M.; Kliewer, S. A.. An antidiabetic thiazolidlnedione is a high 
affinity ligand for peroxisome proliferator-activated receptor gamma (PPARgamma;, J. BioL Chem,, 
270, 12953-6 (1995). The ligand binding domains for murine and human PPAR alpha. PPAR gamma, 
and PPAR delta were each fused to the yeast transcription factor GAL4 DNA binding domain, CV-1 
cells were transiently transfected with expression vectors for the respective PPAR chimera along with 
a reporter construct containing five copies of the GAL4 DNA binding site driving expression of 
secreted placental alkaline phosphatase (SPAP) and beta-galactosidase. After 16 h, the medium was 
exchanged to DME medium supplemented with 10% delipidated fetal calf serum and the test 
compound at the appropriate concentration. After an additional 24h. cell extracts were prepared and 
assayed for alkaline phosphatase and D-galactosidase activity. Alkaline phosphatase activity was 
corrected for transfectlon efficiency using the beta-galactosidase activity as an Internal standard (se , 
for example. Kliewer. S. A., et. al. Cell 83. 813-819 (1995)). Roslglitazone (BRL 49653) was used as' 
a positive control in the hPPAR gamma assay. The positive control for PPAR deUa assays was 2-{2. 
methyl-4-[({4-methyl-2-{trifluoromethyl)phenyl]-1 .3-thiazol-6-yl}methyl)sulfanyOphenoxy}acetic acid. 
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The positive control in the hPPARalpha transfection assay was 2-[4-(2-(3-(4-fIuorophenyl)-1- 
heptylureido)ethyl)-phenoxy]-2-methylpropionlc acid, which can be prepared as described in Brown, 
Peter J., et. al. Synthesis Issue 7, 778-782 (1997). or patent publication WO 9736579. 

All of the above examples of this invention were agonists of at least one hPPAR subtype. 
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1 . A compound of formula (1) or a pharmaceutically acceptable salt, solvate, or 
hydrolyzable ester thereof wherein: 




and are independently hydrogen or C1.3 alkyi; 
XMsO, S, orCHg; 

R^, R^ and R^ are independently H. C-,.3aIkyl, OCH3, CF3, OCF3, CN, aliyi, or halogen; 
Y is S or O; 

10 each R^^ is Independently CH3, OCH3, CF3, or halogen; 

y Is 0, 1,2, 3, 4 or 5; and 

R^ is selected from the group consisting of the moieties A through K depicted below: 



— f/ N — F 
15 ^ — ^ 

wherein R^^ Is selected from the group consisting of Ci^alkyl, Ct-ealkytenearyl, and the 
moieties depicted below in Group II, 



"QIrI. "^^^^ "^O^R" 

Group II 

20 

wherein R" and R^^ are Independently hydrogen, halogen, hydroxy, -CN, Ci^Ikyl, C^. 
gperfluoroalkyi, Ci^acyl. -OC^^ealkyl. perfluoroOCi^alkyl. or Ci^hydroxyalkyi; 
R^® is hydrogen or Ci.6alkyi; 

R^^ is Ci^alkyl. -Ci^alkylenearyi, aryl, or -aryl-heteroaryl; 
25 R^ Is Ci.6alkyl, aryl, or -C^ealkylenearyl; 

R^ is Ci,6alkyl, C3.6cycloalkyl, or aryl; 

R2^ Is Ci^alkyl, -Ci^alkylenearyl, Cg^cycloalkyl. or aryl; 
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B 



wherein Z is O, N or S (note that when Z Is N, the depicted bond can be attached to the 
5 nitrogen in the ring as well as any of the carbons in the ring); 



10 wherein R^** Is Ci^alkyl, aryl, -OCi^alkyl, hydroxy, Ci^hydroxyalkyl, or 1-all<oxyCi^a!kyl; 

D 



15 



20 



wherein R^^ and R^" are independently hydrogen, halogen, CN, perfluroCi^lky). perfluroOCi. 
eaikyl, Ci^alkyl, -OCi^alkyl, -Ci^aikyleneOCi^alkyl, -SCi^all^l, or aryl; 

F 



25 



wherein R^i is independently as defined above; 
G 



wherein R^^ and R^^ ar independently hydrogen, Ci^alkyl, C3.6cycloall<yl optionally 
30 substituted with 1 or 2 Ci^alkyl groups, or R^^ qq defined above; 
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H 

=N 

I 

g (CH2)nPh 

wherein n is 1-3 

J 

— O— R^^ 

10 wherein R^^ is independently as defined above; and 

K 

—S—R'' 

15 wherein is independently as defined above. 



20 



25 



30 



2. 


A compound 


3. 


A compound 


4. 


A compound 


5. 


A compound 


6, 


A compound 


7. 


A compound 


8. 


A compound 


9. 


A compound 


10. 


A compound 



consisting of 

, .and ^ 

wherein R^^ Z, R^^ and R^* are as defined in Claim 1 . 



1 1 . A compound according to any preceeding claim wherein R^^ and R^^ are Independently 
fluorine, bronime. phenyl, thienyl, CF3, OCF3, OCH3, SCH3, or t-butyl, R^' and R^« are independently 
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hydrogen. OH, CN, OCi.3alkyl. halogen, CF3, COCH3, CH(0H)CH3, or OCF3, R^^ Is phenyl optionally 
substituted by methyl or CN, -Ci.aalkylenephenyl, or phenyl-5-methyl-1 ,2,4-oxadlazol-3-yI, R^^ is C^. 
ealkyi, phenyl, or benzyl, R^ is Ci.6alkyl, furanyl, thienyl, phenyl optionally substituted by a halogen a 
methoxy or a dimethylamino group, methoxymethylcyclopropyl. or Cg^clalkyl, and R^* is H, Ci^alkyl, 
5 cyclohexyl. m-methoxyphenyf, p-fluorophenyl. or -CHaCHgphenyl. 

12. A compound according to Claim 1 1 wherein R^^ is 

-IsT^N— R^^ 
and R^^ is selected from the moieties shown In Group IV. 

10 




Group IV 



13. A compound according to Claim 12 wherein R^^ is fluorine, chlorine, OC^^alkyl or COCH3 
15 and R^^ is OCH3 or hydrogen, and R^^ is hydrogen. 

14. A compound according to Claim 10 wherein R^ Is 




20 15. A compound according to Claim 14 wherein R^* is thienyl, OCH3, OCF3, CF3, or fluorine, 

and R^^ is hydrogen or fluorine. 



16. A compound of formula (I) selected from: 

2-[4-({[4-{[4-(4-acetylphenyl)-1 -piperazinyl]methyl}-2-(4-fluorophenyI)-1 ,3-thiazol-5- 
25 yl]methyl}sulfanyl)-2-methylphenoxy]-2-methylpropanoicacid, 

2-methy!-2-{2-methyl-4-[({4-[4-(methylsulfanyl)benzyl]-244-(trifluoromethyl)phenyQ^ 
5-yl}methyl)sulfanyl]phenoxy}propanoic acid, 

{2-methyl-4-[({4-{3-thlenyImethyI)-2-[4-(trifluoromethyl)phenyI]-1.3-.thiazol-5- 
yi}methyl)sulfanyl]phenoxy}acetic acid, 
30 {4-[({4-benzy!-2-[4-(trifluoromethyl)phenyl]-1,3-thla2ol-5-yI}methy!)sulfenyl]-^ 
dimethylphenoxy}acetic acid, 

2-{4-[({4-{[4-(4-acetylphenyl)-1-plperazinyl]methyl}-2-[4-(trifluoromethyl)phen 
yl}methyl)suIfanyl]-2-methyIphenoxy}propanoicacid, 
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2-{4-[({4^[4-{4-acetylphenyl)-1-piperazlnyl]methyl}-2^4-(W^ 
yl}methyl)sulfanyl]-2-ethylphenoxy}propanoic acid, 

2-{2-methyl-44({4-(2-thieny!methyl)-2-[4-(trlfIuoromethyl)phenyl]-1,3-m 
yl}methyl)sulfanyl]phenoxy}propanoic acid. 
5 244-[({44[4-(4-methoxyphenyl)-1-pipera2inyl]methyl}-2-[4-(tri^ 
5-yt}methyI)sulfanyl]-2-methylphenoxy}propanoic acid, 

2-{4-[({4^[4-(4-ethoxyphenyl)-1-piperazinyI]methyl}-2-[4-(trlfluoromet^ 
yl}methyl)sulfanyl]-2-methylphenoxy}propanoic acid. 

2-methyl-242-methyl-4-[({4^[4-(phenoxycarbonyl)-1-piperazinyl]methyI}-^^ 
10 (trifluoromethyl)phenyl]-1 ,3-thia2ol-5-yl}methyl)sulfanyi]phenoxy}propanoic acid, 

2-{4-[{{4-{[4-(4-acetylphenyl)-1-piperazinyi]methyl}-2-I4-(trffluoromethyI)phe 
yl}methyl)sulfanyI]-2-propylphenoxy}propanolc acid, 

{2-metliyl-4-[{{4-[4-(3-thienyl)benzyG-2-[4-(trifiuoromethyl)ph 
yl}methyl)sulfanyl]phenoxy}acetic acid, 
1 5 2-(4-{[(2-(4-fluorophenyl)-4-{[4-(4-methoxyphenyI)-1 -piperazinyllmetliyl}-! ,3-thiazol-5- 

yl)methyl]sulfanyl}-2-metliylphenoxy)-2-metliylpropanoicacld, 

2-{4-[({4-^[4-(4-acetylphenyl)-1-piperazinyl]methyl}-2^4-(trifIuorom 
yl}methyl)sulfanyl]phenoxy}-2-methylpropanoicacid, 

2-{4-[{{4-{[4-{2,4Kjimethoxyplienyl)-1-piperazlnynmethyl}-2-[4-(liffluoro^ 
20 thiazol-5-yl}methyl)sulfanyl]-2-metliylphenoxy}propanoicacld, 

{2Hsopropyl-4-[({4-{[4-(4-methoxyphenyl)-1-piperazinyOmethyl}-2-[^ 
1 ,3-thiazol-5-yI}nnethyl)sulfanyi]phenoxy}acetlc acid. 

2-{4-[({4-{[4-(4-methoxyphenyl)-1-piperazinyl]me%l}-2-[4-(trif!uorom ,3-thiazol- 
5-yl}methyl)sulfanyl]-2-propy!phenoxy}propanoic acid, 
25 2-{4-[({4-benzyI-2-[4-(trifluoromethyl)phenyl]-1.3-thiazol-5-yl}methyl) 
methylphenoxy}propanoic acid, 

2-{2-etliyl-4-[({4'{[4-(4-methoxyp[ienyl)-1-piperazlnyOmethyI}-2-[4-(W^ 
tliiazol-5-yl}methy!)sulfanyl]phenoxy}propanoicacid, 

2-methyl-2^2-methyl-4-[({4-[4-(trifluoromethyl)benzyl]-2-[4-(^ 
30 5-yl}methyl)sulfanyl]phenoxy}propanoic acid, 

2-{4-[({4-{[4-(4-fluorophenyI)-1-pipera2inyl]methy!}-2-[4-(trifluoromethyl)ph 
yl}methyi)sulfanyl]-2-metliylphenoxy}-2-methylpropanoicacid, 

{4-[({4-{[4-(4-acetylphenyI)-1 -piperazfnyl]methyl}-2-[4-(trifluoromethyl)phBnyl]-1 ,3-th[azol-5- 
yl}mettiyl)suifanyl]-2-propyiplienoxy}acetic acid. 
35 {4-[({4-([1 ,1 •-biphenyl]-4-ylmethyi)-2-[4-(trifluoromethyl)phenyl]-1 ,3-thiazol-5- 

yl}methyl)sulfanyl]-2-methylphenoxy}acetic acid. 

2-{4-[({4^[4-(4-fluorophenyl)-1-piperazinyl]methyl}-2-[4-(tri^ 
yl}methyl)sulfanyI]-2-methylphenoxy}propanoic acid, 

{4-[({4-{[4-(3-methoxyphenyl)-1-piperazinyl]methyl}-2-[4-(trifluorome%l 
40 yl}methyl)sulfanyI]-2-methylphenoxy}aceticacid. 

2H2-methyl-4-[({4-(34liienylmethyl)-2-[4-(trifluoromethyl)phen 
yl}methyi)sulfanyl]phenoxy}propanoic acid, 
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{4.[({4-{[4-(2-methoxyphenyl)-1-piperazinyI]methyl}-2-[4-^trifIuo 
yI}methyl)sulfanyl]-2-methy!phenoxy}acetic acid, 

2-{2-isopropyl-4-[({4-{[4-(4-methoxyphenyl)-1-plperazinyl]methylh2-[4-(trlflu 
1 ,3-thia2ol-5-yl}methyl)suIfenyl]phenoxy}propanoic acid, 
5 2-^4-[({4-(44ert-butylbenzyl)-2-[4-(trifluoromethyI)phenyO-1,34hiazol-5-^ 
methylphenoxy}-2-methylpropanolc acid, 

2-{4-[({44[4-(3-methoxyphenyl)-1-piperazinyI]methyl}-2-[4-(trifIuoromethy 
5-yl}methyl)sulfanyl]-2-methylphenoxy}propanoic acid, 

2-{4-[({4-benzyl-2-[4-(trifiuoromethyl)phenyO-1>thiazol-5-yI}met^^^ 
10 dimethyIplienoxy}propanoic acid, 

2-{4-[({4-{[4-(4-chiorophenyl)-1-pipera2lnyl]methyl}-2-[4-(trifIuorome% 
yl}methyl)suifanyl]-2-methylphenoxy}propanolcacid, 

2-{4-[({4-benzyl-2-t4-(trifiuoromethyi)phenyll-1,3-thia20l-5-yI}met^^ 
fluorophenoxy}propanoic acid, 
15 2-{4-[({4-{[4-(2.4-difluorophenyl)-1-piperazinyi]methyl}-2-[4-(trifluorome 
5-yl}methyl)sulfanyl]-2-methylphenoxy}propanoic acid, 

{4-[({4-(2,4-difluorobenzyl)-2-[4-(trlfIuoromethyl)phenyl] 
methy!phenoxy}acetic acid, 

2-^4-[({44[4-(4-acetylphenyl)-1-piperazinyl]methyl}-2-[4-(trifluoromethyl)^ 
20 yI}methyl)suifanyl]-2-methylphenoxy}-2-methylpropanoicacid, 

2-methyl-2^2-methyl-4-[({4-(3-thienyimethyl)-2-[4-(tri^ 
yI}methyI)sulfanyl]phenoxy}propanolc acid, 

2-{4-[({4-{[4-(4-methoxyphenyl)-1-piperazinyOmethyl}-2-[4-(trifluorometh^ 
5-yl}metliyl)sulfanyl]-2-methylplienoxy}propanoic acid, 
25 {2-ethyl-4-[{{4-{[4-(4-metlioxyphenyl)-1 -piperazinyl]methyl}-2-[4-(trifluorometIiyl)phenyl]-1 .3- 

thiazoI-5-yl}methyl)sulfanyI]phenoxy}acetic acid, 

2H[44U4'(4-methoxybenzyI)-2-[4-(trifIuorome%l)phenyl]-1.34hiazol-5-yi}me% 
methylphenoxy}-2-methylpropanoicacid, 

2-methyl-2-{4-[({4^[4-(2"pyrazinyl)-1-piperazinyQme%IV2-^^ ,3- 
30 thiazol-5-yl}methyl)suIfanyl]phenoxy}propanoicacid, 

2*^4-[({4-{[4-(4-methoxyphenyl)-1-piperazinyl]metliyl}-2-[4-(trifluoromethyl)phenyU^ 
5-yl}meihyl)sulfanyl]-2-methyIphenoxy}-2-methylpropanoic acid, 

2-<4-[({4^[4-(4-methoxyphenyl)-1-piperazinyl]methyl}-2"[4-(trffl 
5-yl}methyl)sulfanyl]phenoxy}-2-methylpropanoicacid. 
35 2-methyl-2-{2-methyl-44({4-[4-(trlfluoromethoxy)benzyl]-2-[4-(trifluorome%l)ph 
tliiazol-5-yl}nnethiyl)sulfanyl]plienoxy}propanolc acid. 

2-{4-[({4-{[4-(4-isopropoxyphenyl)-1-piperazinyl]methyi}-2-[4-(trifluoromet^^^ 
thiazol-5-yl}methyl)sulfanyI]-2-methyIphenoxy}propanoicacid, 

2-{2-methyl-4-[({4-{[4-(2-pyrimidinyi)-1-plperazlnyl]methyl}-2-[4-(trifluoromethyI)ph 
40 tiiiazoI-5-yl}metiiyl)sulfenyl]phenoxy}propanolc acid. 

{2-metliyl-4-[({4-(3-phenyipropyl)-2-[4-(trifluoromethyl)phenyl]-1,34hla2ol 
yl}methyl)suIfanyl]phenoxy}acetic acid, 
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[4-[({4-benzyl-244-(trifluoromethyl)phenyO-1,3-thiazol-5-yl}methy^ 
{trrfluoromethyl)phenoxy]acet{c acid, 

{2-me%I-4-[({4-{[4-(5-methyl-1,2,4-oxadiazol-3-yl)phenoxy]methyI}-2-^^^ 
(trifluoromethyl)phenyll-13-thiazol-5-yI}me%l)sulfanyl]pheno)cy}aceticacid. 
5 {4-[({4-benzyl-2-[4-(trifluoromethyI)phenyl]-1.34hla2ol-5-yl}me%^ 
methyIphenoxy}acetic acid, 

{4-[({4-benzyl-2-[4-(trifluoromethyl)phenyl]-1 ,3-thiazol-5-yl}methyl)sulfanyI]-2- 
methyiphenoxy}acetic acid, 

{4-[({4-(4-methoxybenzyl)-2-[4-(trifluoromethyl)phenyl]-1 ,3-thlazol-5-yl}methyl)sulfanyl]-2- 
1 0 methylphenoxy}acetlc acid , 

{2,5KJimetliyl-4-[({4-(3-thlenylmethyl)-2-[4-(trifluoromethyl)phenyl] 
yl}methyl)sulfanyl]phenoxy}acetic acid, 

{2"methyI-4-[({44[4-(2-pyrazlnyl)-1-piperazinylJmethyl}-2-[4-(triflu 
thiazol-5-yl}methyl)sulfanyl]plienoxy}acetic acid, 
1 5 {4-[({4-benzyl-2-[4-.(trifluoromethyl)phenyl]-1 ,3-thiazol-5-yl}methyl)sulfanyl]-2,3- 

dimethylphenoxy}acetic acid. 

[4-({[2-(4K:hlorophenyl)-4-methyl-1.3-thiazol-5-yl]me%l}sulfanyl^^^ 

acid, 

{2-methyl-4-[({4-[(4-methyl-2-liiienyI)methyll-2"[4-(trifluoromethyl)^^ 
20 yl}methy!).sulfanyl]phenoxy}acetlc acid, 

{4-I({4-benzyI-2-[4-(trifluoromemyl)phenyl]-1.34hiazol-5-yl}me 
bromophenoxy}acetic acid. 

{2-methyl-4-[({4-[(2-phenylethoxy)methyl]-2-[4-(trifluoromethyl)phenyl]-1,3-^ 
yl}methyl)sulfanyl]phenoxy}acetic acid, 
25 {2-methyM-[({4-(2-phenylethyI)-2-[4-(Hfluoromethyl)phenyl]-1,3-t^ 
yl}methyl)sulfanyl]phenoxy}acetic acid, and 

pharmaceutlcally acceptable salts, solvates, and hydrolyzable esters thereof. 

17. A compound of formula (I) selected from: 
30 2-methyl-2-{2-methyl-4-[({4-(3-thienylmethyl)-2-[4-<trifiuoromethyl)phenyl]-1,3-tli^^ 
yI}methyl)suIfanyl]phenoxy}propanoic acid, 

2-{4-[({4-{[4-(4-methoxyphenyl)-1-plperazlnyl]methyl}-2~[4-(trifluoromethyl)phenyl]^ 
5-yl}methyl)su!fanyl]-2-methylphenoxy}propanolc acid, 

{2-^thyl-4-[({4-{[4-(4-methoxyphenyl)-1-piperazinyOmethyl}-2-[4-(trifluoromet^^ 
35 thlazol-5-yl}methyl)suIfanyl]phenoxy}aceticacid. 

2-{4-[({4-(4-methoxybenzyl>2-[4-(trifluoromethyl)phenyl]-1,34hiazol-5-yl}methyl)sulfany^ 
methylphenoxy}-2-methy!propanoic add, 

2-methyl-2-{4-[({4-{[4-(2-pyrazlnyl)-1-plperazinyl]methy!}-2-[4-(trifl 
thiazol-5-yl}methyl)sulfanyl]phenoxy}propanoic acid, 
40 2-{4-[({44[4-(4-methoxyphenyl)-1.plperazlnyl]methyI}-2-[4-(trifl 
5-yl}methy!)suIfanyl]-2-methylphenoxy}-2-methylpropanoic acid. 

2-{4-[({4-{[4-(4-methoxyphenyl)-1-piperazinyI]methyl^2-[4-(trlfluorometh^ 
5-yl}methyl)sulfanyl]phenoxy}-2-metliylpropanoic acid, 



wo 02/059098 



PCT/USOl/51056 



10 



15 



20 



133 



2-methyl-2-{2-methyl-44({4-[4-(trif!uoromethoxy)benzyO-2-[4-(trifl 
thia2ol-5-yl}nnethyl)sulfanyl]phenoxy}propanoic acid, 

2-{4-[({4-{[4-(4-lsopropoxyphenyl)-1-plperazinyl]methyi}-2-[^^ 
thiazol-5-yl}methyl)sulfanyl]-2*methylphenoxy}propanoic add, 

2-{2-methyI-4-[({4-{[4-(2-pyrlmidinyl)-1-piperazinyl]methyl}-2-[4-(^^ 
thiazol-5-yl}methyl)sulfanyl]phenoxy}propanoic acid, and 

pharmaceutically acceptable salts, solvates, or hydrolyzable esters thereof 

18. A compound according to any preceding claim which is a hPPAR6 agonist. 

1 9 A compound according to Claim 1 8 which is also a hPPARa or hPPARgamma 

agonist. 

20. A compound according to any preceding claim which is a hPPAR pan agonist. 

21 . A compound according to any of claims 1 -20 for use In therapy. 

22. A phannaceutical composition comprising a compound according to any of daims 1- 

20. 

23. A pharmaceutical composition according to claim 22 further comprising a 
phamnaceutlcalty acceptable diluent or canrier. 



24. Use of a compound according to any of claims 1-20 for the manufacture of a 
25 medicament for the treatment of a hPPAR disease or condition. 

25. Use according to claim 24 wherein the hPPAR mediated disease or condition is 
dyslipidemia, syndrome X, heart failure, hypercholesteremia, cardiovascular disease, type II diabetes 
mellitus, type I diabetes, insulin resistance, hyperllpidemla, obesity, anorexia bulimia and anorexia 

30 nervosa 

26. A method of treating a hPPAR mediated disease or condition in a patient comprising 
the administration of a therapeutically effective amount of a compound according to any of claims 1- 
20. 



35 



27. A method according to claim 26 wherein the hPPAR mediated disease or condition is 
dyslipidemia, syndrome X, heart failure, hypercholesteremia, cardiovascular disease, type II diabetes 
mellitus, type I diabetes, insulin resistance, hyperllpidemla, obesity, anorexia bulimia and anorexia 
nervosa. 
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1 . I I As ail required additional search faes were Hmety paid by the applicant, this International Search Report covers all 
' — ' searchable claims. 



2. I I As all searchable claims could be searched without effort justifying an additional fee, this Authority dkl not Invite payment 
of any additional fee. 



3. I I As only some of the required additional search f^e were timely paid by the applicant, this Intarnatlonal Search Report 
1 — I covers only those claims for which fees were paid, specifically claims Nos.: 



4. I J No required additional search fees were timely paid by the applicant. Consequently, this Intemational Search Report is 
restricted to the invention first mentioned in the claims; It is covered by claims Nos.: 



Remark on Protest The additional search fees were accompanied by the applicant's protest 

j I No protest accompanied the payment of additional search fees. 



Fom PCT/ISA/210 (continuation of first sheet (1)) (July 1998) 



INTERNATIONAL SEARCH REPORT 



li »nal Application No 

rti/US 01/51056 



Patent document 


Puislication 




Patent feunily 


Publication 


died In search report 


date 




memt>er(8) 


oaro 


WO 0008002 A 


17-02-2000 


AU 


5731099 A 


28-02-2000 




BR 


9912866 A 


30-10-2001 




CN 


1321152 T 


07-11-2001 




CZ 


20010490 A3 


15-08-2001 




WO 


0008002 Al 


17-02-2000 




EP 


1102757 Al 


30-05-2001 




HR 


20010095 Al 


28-02-2002 




NO 


20010628 A 


06-04-2001 




PL 


345882 Al 


14-01-2002 




SK 


1962001 A3 


06-11-2001 




TR 
1 1\ 


200100372 T2 


21-09-2001 


US 5972881 A 


26-10-1999 


US 


6028052 A 


22-02-2000 




us 


6228862 Bl 


08-05-2001 




US 


6S164Q4 Bl 


13-11-2001 




AU 


725998 B2 


26-10-2000 




AU 


7074296 A 


09-04-1997 




AU 


7074496 A 


09-04-1997 




BR 

Ul\ 


9610624 A 


16-03-1999 




CA 


2204616 Al 


27-03-1997 




CA 


2232288 Al 


27-03-1997 




FP 


0859608 Al 


26-08-1998 




FP 


0788353 Al 


13-08-1997 




.IP 
ur 


1151147? T 


05-10-1999 




NO 




18-05-1998 




UO 


9710819 Al 


27-03-1997 




UO 


9710813 Al 


27-03-1997 




AU 


726450 B2 


09-11-2000 




AU 


7362496 A 


28-04-1997 




BR 


9610875 A 


13-07-1999 




CA 


2233888 Al 


10-04-1997 




FP 

C i 


Q8732Q5 Al 


28-10-1998 




NO 


981501 A 


02-06-1998 




IaIH 
n\J 


Q7128>5'^ Al 


10-04-1997 

Xv w— X^^f 


WO 0140207 A 


07-06-2001 


AU 


2003001 A 


12-06-2001 




UO 


0140207 Al 


07-06-2001 


UO 0100603 A 


04-01-2001 


AU 


5817100 A 


31-01-2001 




BR 


0011891 A 


05-03-2002 




CZ 


20014664 A3 


13-03-2002 




UO 


0100603 Al 


04-01-2001 




EP 


1189895 Al 


27-03-2002 




NO 


20016078 A 


13-12-2001 



Fonn PCT/lSA/210 ftiatent temily annfix) (July 1892) 



